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NOTICE OF AWARD

RESEARCH Issue Date: 12/07/2007 =
Department of Health and Human Services .gHRQ
AGENCY FOR HEALTHCARE RESEARCH AND QUALITY

Grant Number: 1R18HS017045-01 REVISED

Principal Investigator:
ROSS LAZARUS, MBBS

Project Title: Electronic Support for Public Health - Vaccine Adverse Event Reporting System (ES

BARBARA RICHARD

Director, Cffice of Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Ave

6th Floor

Boston, MA 02215

Award e-mailed to: research_admin@harvardpilgrim.org

Budget Period: 09/30/2007 - 08/29/2008
Project Period: 09/30/2007 —09/29/2009

Dear Business Official:

The Agency for Healthcare Research and Quality hereby revises this award (see “Award
Calculation” in Section | and “Terms and Conditions” in Section Ill) to HARVARD PILGRIM
HEALTH CARE in support of the above referenced project. This award is pursuant to the authority
of 42 USC 299a 42 CFR 67, PL 101-239 and is subject to the requirements of this statute and
regulation and of other referenced, incorporated or attached terms and conditions.

Acceptance of this award, including the “Terms and Conditions,” is acknowledged by the grantee
when funds are drawn down or otherwise obtained from the grant payment system.

All investigators and directors of research projects supported by grants from the Agency for
Healthcare Research and Quality are expected to make their research results promptly and widely
available to the health professions, public administrators, and the scientific community.

All published reports, both formal and informal, should acknowledge grant support with the
following footnote: "This project was supported by grant number R18HS017045 from the Agency
for Healthcare Research and Quality. The content is solely the responsibility of the authors and
does not necessaiily represent the official views of the Agency for Healthcare

Research and Quality." When a manuscript resulting from this grant is accepted for publication, the
principal investigator must promptly notify the project officer of its acceptance and the date it is
scheduled to be published.

Award recipients are also responsible for reporting inventions derived or reduced to practice in the
performance of work under this grant. For additional information, please visit

http:/Mww.iedison.gov.

If you have any questions about this award, please contact the individual(s) referenced in Section

Additional information follows

Page 1 of 6



SECTION | - AWARD DATA - 1R18HS017045-01 REVISED

Salaries and Wages b)(4),
Fringe Benefits b)(6)
Personnel Costs (Subtotal)
Consultant Services

Supplies $200
Travel Costs $1.470
Consortium/Contractual Cost (b)(4)
Federal Direct Costs (b)(4)
Federal F&A Costs

Approved Budget '
Federal Share $499,809
TOTAL FEDERAL AWARD ANMIOUNT $499,809
AMOUNT OF THIS ACTION (FEDERAL SHARE) $0

Recommended future year total cost support, subject to the availability of funds and satisfactory
progress of the project:

YR Total Cost
02 $499,405
Fiscal Information:
CFDA Number: 93.226
EIN: 1042452600A1
Document Number: RHS017045A
Fiscal Year: 2007
ic CAN 2007 2008 |
HS K72PS53 $499,809 $499.405

AHRQ Administrative Data:
PCC: CP3/0C: 4145

SECTION Il - PAYMENT/HOTLINE INFORMATION - 1R18HS017045-01 REVISED
For payment and HHS Office of Inspector General Hotline information, see the AHRQ Home Page

at hitp:/Avww.ahrg.gov/fund/awrdrsee.htm,

SECTION lll - TERMS AND CONDITIONS — 1R18HS017045-01 REVISED

This award is based on the application submitted to, and as approved by, AHRQ on the above-itled
project and is subject to the terms and conditions incorporated either directly or by reference in the
following: (see AHRQ Home Page at hitp://www ahrq.gov for certain references cited below)

a. The grant program legislation and program regulation cited in this Notice of Grant Award.

b. The restrictions on the expenditure of federal funds in appropriations acts to the extent
those restrictions are pertinent to the award.

c. 45 CFR Part 74 or 45 CFR Part 92 as applicable.

d. The HHS Grants Policy Statement, including addenda, in effect as of the beginning of the
budget period. NOTE: For budget periods beginning before October 1, 2006, the PHS
Grants Policy Statement (last revised 4/94) remains applicable in accordance with the
original award for that budget period.

e. Standard terms and conditions can be found at hitp:/Awww.ahrg.govfund/awrdrsre htm.

Additional terms and conditions:

-
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AHRQ POLICY REGARDING PRE-AWARD COSTS

The following applies to all AHRQ awards except for NRSA Fellowship Awards (F31 or F32) and
AHRQ Dissertation (R36) awards, which do not allow pre-award costs:

Unless otherwise indicated by term of award, the grantee may, at its own risk, incur obligations and
expenditures to cover project-related costs prior to the effective date of an award provided the
following criteria are met;

1. The costs incurred are considered reasonable, allocable, and necessary to the conduct
of the project.
2. The costs are allowable under the potential award.

3. When required for specific expenditures or activities, AHRQ prior approval was obtained.

For new and competing continuation awards, the costs must be incurred within 90 days prior to the
effective date of the award, otherwise AHRQ prior approval is required.

In allowing the applicant/grantee this flexibility, AHRQ expects the applicant/grantee to be fully
aware that such borrowing against future year support must not impair its ability to accomplish the
project objectives within the approved timeframe or in any way adversely affect the conduct of the
project. Additionally, the incurence of costs prior to the award of a grant imposes no obligation on
the Federal Govemment to either make the award or increase the amount of the approved budget.

Treatment of Program Income:
Additional Costs

SECTION IV — AHRQ Special Terms and Condition - 1R18HS017045-01 REVISED

This revised award removes the restricted term on the award issued on September 24, 2007, and
reflects AHRQs acceptance of IRB approval for this project. Costs associated with human
subjects research may be charged to the project as of the IRB approval date.

THE FOLLOWING TERMS OF AWARD FROM THE PREVIOUS NOTICE OF AWARD ISSUED
ON SEPTEMBER 24, 2007, ALSO APPLY TO THIS AWARD:

This grant is included under expanded authorities.

As proposed in the application, the Principal Investigator, Dr. Ross Lazarus, will devote 20% effort

to this grant. Any reduction in this leve! of effort requires the written prior approval of AHRQ.

The grantee is required to participate in an annual patient safety and health IT conference
sponsored or supported by AHRQ. The date and location of the conference will be communicated
to the grantee after grant award. The Principal Investigator and at least one program staff member
from the project are required to attend the annual conference.

Awardees are required to fully cooperate with AHRQ contractors in promoting the Agencys patient
safety and health IT initiative activities.
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AHRQ strongly encourages grantees fo submit quarterly reports on project status, lessons learned,
and challenges encountered. This will support AHRQs mission and enable AHRQ to tailor its
interactions with grantees to be most supportive of the individual projects in the Health IT portfolio.
These reports will be submitted electronically to the AHRQ National Resource Center for Health IT
the AHRQ coordination center for the HIT program. More information on this submission will be
provided at a later date.

The grantee institution has been identified as a non-profit organization and as such is subject to
OMB Circular A-122 C ost Principles for Non-Profit Organizations
(http:/mww.whitehouse.goviomb/circulars/a122/a122_2004 html). If the grantee believes this
designation is incomrect, contact the grants management specialist named on the Notice of Grant
Award immediately. NOTE: A subawardee or contractor under this grant is subject to the cost
principles applicable to its type of organization.

Recipients of Federal funds are subject to annual audit requirements as specified in OMB Circular
A-133 (http:/mww.whitehouse.goviomb/circulars/a133/a133.html). Grantees should refer to the
above Circular for the current annual Federal fund expenditure threshold level which requires audit.
Note that for-profit organizations and foreign entities have the option of conducting a Single Audit
(using OMB Circular A-133) or a pregram-specific audit as provided in 45 CFR 74.26
(http://a257.g.akamaitech.net/7/257/2422/05dec20031700kdocket. access.gpo.gov/cfr_2003/octqtr/
pdf/45cfr74.26.pdf).

No individual may be committed to more than 100% professional time and effort. In the event that
an individuals commitment exceeds 100%, the grantee must make adjustments to reduce effort.
For AHRQ-sponsored projects, significant reductions in effort (i.e., in excess of 25% of the originally
proposed level of effort) for the Principal Investigator and key personnel named on this Notice of
Grant Award must receive written prior approval from AHRQ.

None of the funds in this award shall be used to pay the salary of an individual at a rate in excess of
executive level | of the Federal Executive pay scale {currently at a level of $186,600). If applicable,
this award and future years have been adjusted.

This award includes at least one future year commitment. A complete non-competing continuation
application (PHS Form 2590) to request funding for each future year is to be submitted to AHRQ
four (4) months prior to the start date of each budget period. AHRQ will no longer send separate
notification of application deadlines to Principal Investigators and/or institutional business officials.

Please note that AHRQs Policy on the Inclusion of Priority Populations in Research
(hitp://grants.nih.gov/grants/guide/notice-filesMNOT-HS-03-010.html), indicates that AHRQ will
monitor the implementation of the policy during the development, review, award, and conduct of
research. Te facilitate this monitoring, grantees whose projects were funded based on a competing
application submitted on or after the October 1, 2003, application receipt date are required to
include in each non-competing continuation application a report of progress related to the inclusion
of AHRQ priority populations.

It is the grantees responsibility to ensure that non-competing continuation applications are
submitted to AHRQ on time. Late submission of applications may jeopardize funding. Please refer
to AHRQs website, www.AHRQ.gov , Funding Opportunities, Grants Process, Noncompeting
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Continuation Funding {Multiyear Grants), for details regarding application submission, including
priority population reporting. If instructions on the AHRQ website contradict instructions for the PHS
2590 form, follow the instructions on the AHRQ website,

AHRQ requires the grantee to submit annual Financial Status Reports (FSRs; Standard Form 269).
Forms are available on-line. The preferred form is SF 269 (the | ong form):
http:/fgrants.nih.gov/grants/fsr_sf269_long.pdf; however, SF 269A (the sh ort form) may be filed
if the grantee has no program income to report: http://grants.nih.gov/grants/fsr_sf268a_short.pdf.

A hard copy of the annual FSR must be submitted to the attention of F SR Coordinator no later
than 90 days after the end date of the budget period. FSRs are to be mailed to the address listed
below. AHRQ is NOT currently able to accept FSRs electronically via the NIH Commons.

Please note that for grants including restricted funds the grantee should state the status of the
restricted funds in the R emarks section of the FSR (total restricted, total spent in accordance
with the restriction, total unexpended restricted funds). Also, for grants under expanded authorities,
the R emarks section must indicate whether or not non-restricted uncbligated funds are being
carried forward under expanded authorities (EA) to the next budget period (restricted funds may not
be carried forward under EA).

Mail FSRs to;

AHRQ Grants Management
540 Gaither Road
Rockville, MD 20850

SPECIAL NOTICE: AHRQ is in the process of transitioning to the new SF424 Research & Related
(R&R) grant application form and to electronic submission through www.Grants.gov for competing
awards. The transition will occur by individual research funding mechanism. Funding Opportunity
Announcements (F OAs, formally referred to as RFAs or PAs) have been/will be issued in the
NIH Guide for Grants and Contracts and will be posted on the Grants.gov website as mechanisms
are transitioned. The transition by mechanism will include all active FOAs for that mechanism.
Applications in response to these announcements will require electronic submissicn via Grants.gov.
See http://grants.nih.gov/grants/guide/notice-files/NOT-HS-06-003.html for additional information.

STAFF CONTACTS

The Grants Management Specialist is responsible for the negotiation, award and administration of
this project and for interpretation of Grants Administration policies and provisions. The Program
Official is responsible for the scientific, programmatic and technical aspects of this project. These
individuals work together in overall project administration. Prior approval requests (signed by an
Authorized Organizational Representative) should be submitted in writing to the Grants
Management Specialist. Requests may be submitted via e-mail or may be mailed to:

AHRQ
OPART / Grants Management
540 Gaither Road
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Rockville, MD 20850

Grants Management Specialist: SUZANNE HOLMAN
Email: suzanne.holman@ahrg.hhs.gov Phone: (301) 427-1460 Fax: (301) 427-1462

Program Official: MARYBETH FARQUHAR
Email: mfarquha@ahrg.gov Phone: (301) 427-1317 Fax: (301) 427-1341

SPREADSHEET SUMMARY

GRANT NUMBER: 1R18HS017045-01 REVISED

INSTITUTION: HARVARD PILGRIM HEALTH CARE

Budget

Year 1

Year 2

Salaries and Wages

Fringe Benefits

Personnel Costs (Subtotal)

Consultant Services

l
(b)(4); (b)(6)

Supplies

200

$205

Travel Costs

1470

51,600

IConsortium/Contractual Cost

(b)(4)

TOTAL FEDERAL DC

TOTAL FEDERAL F&A

TOTAL COST

499,809

$499,405

Facilities and Administrative
Costs

Year 1

Year 2

F&A Cost Rate 1

F&A Cost Base 1

F&A Costs 1

(b)(4)
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REVISED AWARD CHECKLIST
GRANTNUMBER: __| RI3 HSo[7045-0]

GRANRTEE INSTITUTION: _ H ayvprd H’grim Heal¥th Cure

PI: 055 Lazarys

PO: __Marybeth e

GMS: _Sutanne. [Folman
REASON FOR REVISION | V]
Finalize provisional award
Remove/modify restrictive term(s) ,/'

Administrative supplement
Add funds (adjustment) (Prior year funds? Y N )
No-cost extension ( 1% 2 )

Carry over funds from year

Partial pay funds from year

Other (see remarks):

ITEMS 1-7 TO BE COMPLETED BY GMS, NOT BY 1°" LEVEL REVIEWER
Required business official endorsement in place? ¢—

Required FSR in file and reviewed? _ A/

For Extension, Partial Payment, or Carryover, FSR and FCO-E report (PMS) reconciled? /1//&
PO recommendation obtained via: memo ___e-mail __ N/A” £—

Terms, as applicable:

Explanation of revision_L—"  “Terms of Original Award” stmt Eoes
[Make sure the following, as appropriate, appear under the terms of original award:
check below if they have been added because they were missing]:

ol (b =

EAornmotEA L7 Salary cap Y

Cost principles & ; Audit requirements = ;
TS5 applic requirements — : FSR requirements &~
Other support _ +~; Human Subjects __ &— :
Inquiries 5 Terms of cooperation :
“Final Year” reports : E-NGA establishment «—;

SF424 R&R transition [ ¢~ Other
6. Is e-mail NGA de-activated? Y (K N/A (ot c-mail cnabled
7. Addresses (PI, Grantee, etc.) confirmed/updated in IMPACII? Y )N

REMARKS:

TRE a/ﬂ/mw/ — 10/l8)07
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Holman, Suzanne (AHRQ/OPART/GM)

From: Julie_Dunn@harvardpilgrim.org

Sent: Tuesday, December 04, 2007 11:40 AM
To: Holman, Suzanne (AHRQ/OPART/GM)
Subject: Re: IRB approval for 1 R18 HS017045-01

Attachments: ESP_VAERS_Submission_Approval_3.10.07.pdf

Hello Suzanne,

Apologies for this delay - we have had some grant deadlines during these last few weeks. Attached on pg 2 | please find our formal
IRB approval dated 11/13.

Thanks,

Julie

e e e e ok e A e e e e A o sl el e e de ke e e e de ok e e de e sl e e s s s el e e e de e e el e e de e o

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Heaith IT
Department of Ambulatery Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: {617) 509-9857
www.dacp.org

E/JUUJQ

"Holman, Suzanne {AHRQ/OPARTIGM)" To wn_
<Suzanne.Holman@AHRQ.hhs.gov> Julie_Dunn@harvardpilgrim.org

cC
12/04/2007 10:49 AM Subject IRB approval for 1 R18 HS017045-01

Dear Julie Dunn,
Please let me know the latest about your IRB approval. Thanks.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockyville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

12/4/2007
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The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,

reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

12/4/2007



““Harvard Pilgrim Health Care

Harvard Pilgrim
Health Care

November 13, 2007 HPHC IRB#00000882
Ross Lazarus, MBBS, MPH, Mmed
DACP
133 Brookline Ave
Boston, MA 02215
NOTICE OF HUMAN STUDIES COMMITTEE ACTION
HSC#: 3.10.07
Study: Electronic Support for Public Health: Vaccine Adverse Event
Reporting System (ESP:VAERS)
Item: Response to Review
Risk Assignment: Minimal-46.110(b)
Type of Review: Subcommittee
Decision: Study Approved
Approval Date: October 18, 2007
Expiration Date: October 17, 2008

Next Review Due: September 1, 2008

Comments: The subcommittee has reviewed the minor revisions requested by the HSC
and approves activation of the study. The conditions for a waiver of authorization and
consent have been met and approved for the use and disclosure of PHI from the HealthOne
database. A data use agreement is required for use or disclosure of limited datasets.

Please retain this letter with your research records. Research records include all Institutional
Review Board submissions and responses which must be kept in the principal investigator’s file
for a minimum of six (6) years after completion of the study.

Any changes, modifications, or amendments to the study or study procedures require prior written
approval from the Human Studies Committee (HSC). Serious adverse events or unanticipated
problems involving risks to subjects or others must be reported immediately by telephone to the
HSC at 617 509-9587, followed by a written report. The HPHC Human Studies Committee
Policies and Procedures and forms are available for reference on the HPHC website
(http://www.harvardpilgrim.org).

Please remember to use the HSC file number on all documents or correspondence relating to your
study.

Sincerely, |

ches, PhD

Laureen
Chair
Human Studies Committee

AL

Office of Sponsored Programs

133 Brookline Avenue, 5th Floor

Boston, MA 02215

Telephone (617) 509-9843 ¢ Fax (617) 509-9859



18 Harvard Pilgrim
' Health Care

25 September 2007

Ross Lazarus

Director of Bioinformatics

Channing Laboratory, Brigham & Women’s Hospital
181 Longwood Avenue

Boston, MA 02215

Dear Dr. Lazarus,

Your study, entitled Electronic Support for Public Health: Vaccine Adverse Event
Reporting System (ESP: VAERS) and funded by the Agency for Healthcare Research
and Quality (AHRQ), has been approved by the Harvard Pilgrim Health Care Office of
Sponsored Programs.

As the HPHC Principal Investigator your responsibilities include:

® being aware of and adhering to HPHC's research policies,

* representing the study within HPHC and serving as the principal contact for
the study,

e obtaining all required approvals,

* ensuring the study is conducted as stated in the approved protocol,

* assuring that all personnel involved in the study adhere to Harvard Pilgrim’s
policies regarding confidentiality, scientific integrity, conflict of interest, use
of human subjects, and HIPAA privacy rule compliance.

* assuring that all information provided will be used only for the purpose
described in this proposal. Any other uses will require the written approval of
the HPHC Office of Office of Sponsored Programs,

* reporting any breaches of Harvard Pilgrim's confidentiality or HIPAA privacy
policies (or any other policies) to OSP and Harvard Pilgrim’s Privacy Officer..

Please contact the office if you have any questions or need any assistance.
Sincerely,

N 2y ) SRR

Dennis Ross-Degnan, Sc.D,
Director of Research

——— Harvard Pilgrimi Healtl Care—
Office of Sponsored Programs
133 Brookline Avenue, 5th Floor
Boston, MA 02215
Telephone (617) 509-9843 * Fax (617) 509-9859
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)
Sent: Tuesday, December 04, 2007 10:49 AM
To: ‘Julie_Dunn@bharvardpilgrim.org'
Subject: IRB approval for 1 R18 HS017045-01

Dear Julie Dunn,
Please let me know the latest about your IRB approval. Thanks.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1484 (fax)

Suzanne.Holman@ahrg.hhs.gov

12/4/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)
Sent:  Monday, November 05, 2007 2:27 PM
To: "Julie_Dunn@harvardpilgrim.org'
Subject: RE: IRB Approval for 1 R18 HS017045-01

Thanks for letting me know and following up so quickly!

Suzanne Holman

From: Julie_Dunn@harvardpilgrim.org [mailto:Julie_Dunn@harvardpilgrim.org]
Sent: Monday, November 05, 2007 2:24 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: ross.lazarus@channing.harvard.edu

Subject: Re: IRB Approval for 1 R18 HS017045-01

Hello Suzanne,

Thank-you for this follow-up. We are currently responding to a few questions that the IRB posed during the 10/18 meeting.
Following the submission to address these questions (which will hopefully happen this week), we will expect to receive a final
approval letter shortly, at which time | will send along to you.

Regards,

Julie

dededhe s e dedode e e e e ok e e ok e e s el e vl e ok ol el e e ke el ook e e e ke e e o o e e e ek e

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857
www.dacp.org

"Holman, Suzanne (AHRQ/OPART/GM)" To Julie_Dunn@harvardpilgrim.org
<Suzanne.Holman@AHRQ.hhs.gov> cc ross.lazarus@channing.harvard.edu

11/05/2007 02:12 PM Subject IRB Approval for 1 R18 HS017045-01

Dear Julie Dunn,

The last correspondence | had from you said that there was an IRB meeting scheduled for October 18, 2007.
Please let me know any information about IRB approval you have from that meeting. Thanks!

Suzanne Holman
Grants Management Specialist
Office of Performance, Accountability, Resources, and Technology; Grants Management

11/5/2007
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Agency for Healthcare Research anc  aality
540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)
Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,

reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

11/5/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Wednesday, October 10, 2007 11:56 AM

To: "Julie_Dunn@harvardpilgrim.org'

Subject: RE: IRB Approval for Award Number 1 R18 HS017045-01

Thanks for letting me know.

From: Julie_Dunn@harvardpilgrim.org [mailto:Julie_Dunn@harvardpilgrim.org]
Sent: Wednesday, October 10, 2007 11:51 AM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: ross.lazarus@channing.harvard.edu

Subject: Re: IRB Approval for Award Number 1 R18 HS017045-01

Helio Suzanne,

As | stated in a prior e-mail concerning this topic, as we did not receive the official NGA until after the September 6th HSC / IRB
meeting at our institution, this project will be reviewed at the next meeting, scheduled for October 18th, after which time | will provide
you with the IRB approval letter, once | have received it.

Thank You,

Julie

e e ok e dedele e ok v i e el o ol ol e o s el e el sl el ke e e e o e o e ok e e o s el e vl el ke e

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617} 509-9857
www.dacp.org

"Holman, Suzanne (AHRQ/OPART/GM)" To Julie_Dunn@harvardpilgrim.org
<S i .hhs. = .
uzanne.Holman@AHRQ.hhs.gov> cc ross.lazarus@channing.harvard.edu

| for A N -
10/10/2007 11:16 AM Subject IRB Approval for Award Number 1 R18 HS017045-01

Dear Julie,

An email | have from you from the end of August 2007 stated that IRB approval would happen on September
6. However, you later informed me that it didn’t happen.

Could you please update me on when you anticipate IRB approval will occur so that | can revise the award and
lift the restriction from the award?

Thank you so much!

10/10/2007



Page 2 of 2

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrq.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

10/10/2007



First Level Review of Competing and Noncompeting Applications

Reviewer, check ves if OK: check NO if not; if not applicable. check N/A
After 1* level review and correction of identified issues. GMS should forward file to GMO for reiease

v EA or not EA
| Cooperation

LR Y
. | | : i
Grant#: _ /84S (7045 -0 / E;'f’fz""f‘%!
| | 313
! Organization in letter and address matches (NGA face page) LV _f
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Grant No: 1R18HS017045-01
PI Name : LAZARUS, ROSS

DESCRIPTION (provided by the applicant): Routine vaccination has dramatically
decreased the incidence of many serious diseases, and new vaccines are becoming
available to improve the quality of health care. Vaccination programs are a
cornerstone of modern public health, and are of central importance in
preparedness for dealing with potential health emergencies, such as the
recurrence of pandemic influenza. Public and professional confidence in
vaccination depends on reliable post-marketing surveillance systems to ensure
that rare and unexpected adverse effects are rapidly identified. Our goal is to
improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine
Adverse Event Reporting System (VAERS). Electronic medical records available
from all ambulatory care encounters in a large multi-specialty practice will be
used. Every patient receiving a vaccine will be automatically identified, and
for the next 30 days their health care diagnostic codes, laboratory tests, and
medication prescriptions will be evaluated for values suggestive of an adverse
event. When a possible adverse event is detected it will be recorded, and the
appropriate clinician will be notified electronically. Clinicians will be able
to preview a pre-populated report with information from the electronic medical
record about the patient, including vaccine type, lot number, and possible
adverse effect, to inform their clinical judgment about whether they wish to
send a report. Clinicians will have the option of adding free-text comments to
pre-populated VAERS reports or to document their decision not to send a report.
Approved reports will be securely transferred to VAERS as electronic messages in
an interoperable health data exchange format (HL7). We will evaluate the system
by comparing adverse event findings to those in the Vaccine Safety Datalink
project and in a randomized trial to test the hypothesis that the combination of
secure, computer-assisted, clinician approved, adverse event detection and
automated electronic reporting will substantially increase the number,
completeness, validity and timeliness of physician approved case reports to
VAERS compared to the existing spontaneous reporting system.
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ESP:VAERS Abstract

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Qur goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS). Electronic medical records available from all ambulatory care encounters in a large muiti-
specialty practice will be used. Every patient receiving a vaccine will be automatically identified, and for the
next 30 days, their health care diagnostic codes, laboratory tests, and medication prescriptions will be
evaluated for values suggestive of an adverse event. When a possible adverse event is detected, it will be
recorded, and the appropriate clinician will be notified electronically. Clinicians will be able to preview a pre-
populated report, with information from the electronic medical record about the patient, including vaccine type,
lot number, and possible adverse effect, to inform their clinical judgement about whether they wish to send a
report. Clinicians will have the option of adding free-text comments to pre-populated VAERS reports, or to
document their decision not to send a report. Approved reports will be securely transferred to VAERS as
electronic messages in an interoperable health data exchange format (HL7). We will evaluate the system by
comparing adverse event findings to those in the Vaccine Safety Datalink project, and in a randomized trial to
test the hypothesis that the combination of secure, computer-assisted, clinician approved, adverse event
detection and automated electronic reporting will substantially increase the number, completeness, validity and
timeliness of physician approved case reports to VAERS compared to the existing spontaneous reporting
system.

Project Description Page 6
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ESP:VAERS Project Narrative

Vaccination programs are a cornerstone of modemn public health. Public and professional confidence in health
care quality depends on reliable post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. The goal of ESP:VAERS is to improve the quality of health care by
improving the quality of physician-initiated adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS). We will use electronic medical records available from all
ambulatory care encounters in a large multi-specialty practice to achieve this goal.

Public Health Relevance Statement Page 7
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Harvard Pilgrim Health Care

RESOURCES AND ENVIRONMENT

Harvard Pilgrim Health Care (HPHC) is the largest non-profit HMO in New England. It currently serves more
than 800,000 members in Massachusetts, New Hampshire, and Maine in a variety of organizational settings.
These include medical groups, community health centers, independent physician practices, and a preferred
provider network.

HPHC'’s research mission is to encourage high quality, public domain research. Currently, HPHC researchers
have grants, cooperative agreements and contracts for studies of quality improvement, clinical process, clinical
practices, and education on patient outcomes within the HMO environment. The NIH is the largest single
source of research funds at HPHC, with grants from NCI, NIAAA, NIAID, NIA, NIMH, and NLM. Research
funding has also been obtained from AHCPR, FDA, HCFA, HRSA, and CDC, as well as the Robert Wood
Johnson Foundation and the Pew Charitable Trusts. HPHC is deeply committed to collaborative research, and
currently has 10 active research collaborations that use joint protocols and data sharing with other HMO’s,
most of whom are members of the HMO Research Network. There are also strong research collaborations
with investigators at Harvard Medical School, Harvard School of Public Health, the Dana Farber Cancer
Institute, Brigham and Women’s Hospital, the Massachusetts General Hospital, and the University of Rhode
Island.

Office Space:
The Department of Ambulatory Care and Prevention (DACP) at Harvard Medical School and Harvard Pilgrim

Healthcare (prime grantee) has over 30,000 square feet of office and conference space, and maintains 3 floors

at the Harvard Vanguard Medical Associates Kenmore Center, 133 Brookline Avenue, Boston, MA. DACP had
access to the clinical and program evaluation resources of Harvard Pilgrim Healthcare (HPHC), one of the nation’s
largest mature health maintenance organizations.

Computing Resources:
The computer systems at HPHC are well equipped for creating custom databases and performing analyses on

the data. Searches for study populations based on ambulatory and hospital-based care are conducted on the
host clinical computers, maintained by a large staff in the information Technology Department. HPHC claims
data (including inpatient and outpatient services, outpatient prescription drug dispensings, outside referrals,
home care and long-term care records) are stored on an 8 node NCR-Teradata 5300 MPP computer system.
All computer systems are linked through a network allowing authorized users to access many systems from a
single workstation. To facilitate research, an in-house data services group, the Research Support Data Center
with a staff of 10 programmer/analysts prepare custom research datasets that combine data from all these
sources while maintaining systems to ensure patient privacy and confidentiality. Harvard Medical School staff
within RSDC also have access to Harvard Vanguard Medical Associates (HVMA) data warehouse and
EpicCare, electronic medical record systems for approved research projects. EpicCare and the data
warehouse reside on Hewlett Packard computers running a UNIX operating system. EpicCare runs on a
Cache database and the data warehouse is on an Oracle platform. Data extracts derived from EpicCare are
used to create a service level database containing detailed information on internal office visits, diagnostic and
laboratory orders, drug orders and some laboratory test results, this is called Clarity. The HVMA data
warehouse also contains claim data from insurers (including outside referrals, outpatient prescription drug
dispensings, hospital, emergency, home care and long-term care records for capitated patients.

Facilities Page 8
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Channing Laboratory, Brigham & Women’s Hospital

RESOURCES AND ENVIRONMENT

Channing Laboratory:
The Channing Laboratory is located at 181 Longwood Avenue within easy access to other Harvard and

Brigham and Women'’s facilities in the area. The Channing Laboratory occupies floors 3 through 8, a total of
65,185 square feet, including 20,835 square feet of wet laboratory space. The Respiratory Epidemiology
offices and computer facility are located in 4000 square feet of space on the 4th floor. An additional 1500
square feet of genetic epidemiology lab space where DNA extraction and genotyping are performed is located
in the LMRC buiiding, connected directly to the Channing Lab via a tunnel. The lab is equipped with
centrifuges, -80 degree freezers, and a walk-in 4-degree cold room. A freezer farm of liquid nitrogen freezers
is adjacent to the lab. An automated bar code labeling system is in place, as well as a separate area for PCR.
PCR machines (MJ Research), Biorad gel boxes, and a Spectromax Plus DNA quantitator (Molecular Devices)
are located here. Two ABI-3100 (Applied Biosystems) machines, an ABI-7900 (Applied Biosystems), an ABI
3730, a Hydra Robot (Robbins), a fluorimeter, a Sequenom mass spectrometry system, and an Illumina
BeadStation 500G are available in our laboratory for use on this project.

Computers:
This study will share the use of the Channing Laboratory Sun 690MP computer system, utilized by the

Laboratory’s Respiratory Epidemiology Group for primary data management and analysis operations. The
system includes forty (40) gigabytes disk storage, 320MB main memory, tape drives, and printers. Available
software includes SAS, ISML, BMDP, Splus, and extensive custom software programs needed for
management and analyses of large, complex datasets. We maintain access to an extensive collection of
genetic analysis programs, including FBAT, PBAT, SAS GENETICS, PEDCHECK, S.A.G.E., SDT, LINKAGE,
ALLEGRO, and SOLAR. This facility is fully integrated with the LMRC Genetics Laboratory.

Office Space:
The Channing Laboratory facility at 181 Longwood Avenue has 38,135 square feet of research and

administrative office space distributed over six floors.

Other:

We have access to the Francis A. Countway library, one of the largest medical and health libraries in the
United States. Countway Library contains over % million books and receives 4,000 journal titles. The library
has public access to Medline. The Channing Laboratory is part of the Harvard Medical School complex and is
located adjacent to Harvard Medical School, the Harvard School of Public Health, and the Francis A. Countway
Library of Medicine. Professional personnel have Brigham and Women’s Hospital and Harvard Medical School
and/or Harvard School of Public Health appointments. The Laboratory is within one block of the Children's
Hospital, Beth Israel Deaconess Medical Center, Brigham and Women’s Hospital as well as the Dana Farber
Cancer Center and the Joslin Diabetes Center. There is ongoing collaboration among the Respiratory
Epidemiology Group investigators both through an ongoing seminar series on work-in-progress and through
informal discussions of current work.

Facilities Page 9
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Harvard Vanguard Medical Associates

RESOURCES AND ENVIRONMENT

Harvard Vanguard Medical Associates is a multispecialty, non-profit medical group practice of approximately
500 physicians with 17 office locations, serving 350,000 patients. HVMA has recently joined with four other
leading physician groups in the Boston area to form a non-profit organization called the HealthOne Care
System. HealthOne Care System provides services to patients in the Metro Boston area and throughout
eastern Massachusetts. Corporate offices are located in Newton Massachusetts. HealthOne is presently the
largest independent physician network in the Commonwealth of Massachusetts with approximately 700
physicians in the greater Boston area. More than 500,000 patients presently receive their care at one of these
practices. This collaboration will allow all HealthOne affiliates to share Harvard Vanguard’s advanced
electronic medical records system. All groups will complete installation of the common EpicCare electronic
medical record system by 2008.

Electronic Medical Records:

HVMA has used an automated ambulatory record system since it was founded in 1969. Since 1999 all clinical
services at HVMA are documented in the EpicCare Electronic Medical Record System (Epic Systems, Inc,
Verona, Wisconsin). EpicCare is inherently flexible, accommodating specialty providers and facilities while
ensuring that clinical information is stored in a seamless ambulatory care record. An active clinical decision
support system works at every point of the care process to minimize medical errors, encourage formulary
compliance, and ensure that patients receive recommended health maintenance and disease management
services. This computerized record is the only record used for the day-to-day care of HVMA patients; no
paper copies are retained. All provider notes and other information from services at HVMA centers are
included, with the exception of selected items such as X-rays which are stored as hard copy. Clinicians order
immunizations, laboratory tests, and write and transmit prescriptions on the computer, either while in the clinic
room with the patient or at their desks. The pharmacy, lab, and radiology systems all interface with EpicCare.
Test results are linked with the patient encounter during which they were ordered. In some instances,
documentation is received from external sources where electronic interfaces do not exist (e.g. outside referrals,
consults, test results, or discharge summaries); these documents are all scanned into the EpicCare. The
scheduling (Cadence™) and billing (Resolute™) systems are both Epic Systems products and are integrated
with the EpicCare medical record system. Electronic clinical data acquired prior to 1999 was converted from
the former system called the Automated Medical Record System (AMRS).

Computer Hardware: Harvard Vanguard Medical Associates and the HealthOne Care System maintain a
large, modern data center at 133 Brookline Avenue, Boston. The system is fully redundant and is staffed 24
hours per day. The help-desk staff support over 3,000 users including the electronic medical record system,
company-wide email, financial systems and other IT components. There are over 70 fulltime IT staff managing
all aspects of information systems operations across the organization. HealthOne maintains a testing
environment for EpicCare that mirrors the functionality of the production system, but does not contain actual
patient data. All clinical examination rooms are equipped with a networked computer for patient care.

HealthOne Data Warehouse:

The HealthOne Data Warehouse resides in an Oracle 9i environment and consists of the Clarity and Payer
databases. The Clarity database, from Epic Systems, Inc., is a relational database which contains clinical and
financial information from the Epic Suite of products; including the electronic medical record system
(EpicCare), the appointment scheduling system (Cadence), the patient accounting system (Resolute), the
Patient Web Portal (MyChart) and the master patient index (Identity). The various tables within the Clarity
database are refreshed on a daily, weekly or monthly basis. The Payer database contains medical claims,
pharmacy claims and membership managed-care data from the 4 payers with whom we have capitated
contracts. The various tables within the Payer database are refreshed on a monthly basis. Data Marts have
been created to improve performance and for ease-of-use while integrating the Clarity and Payer data and
Business Objects Crystal reports was implemented for standard web-based reporting. There are also
approximately a dozen “power users” who use SQL tools to access the data directly.
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Extemal Data Producers Information Consumers
Biue Cross Blue
— | =
Tufts Health —_ | J
P L] L 7]
Hervard Piigrim E‘:c"m
Health Care Cdieicn Girigers,
Health Plan Managed Care Finance Analysts,
Heatth Informatics Analysts,
Madical Billing Analysts,
A HealthOne Sites,
DACP
Medical Claims Transform, Load
Phammacy Claims
Membership Data 4
Reference Files Ad Hoc Reports
Business Objects Reports
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RESEARCH & RELATED Senior/Key Person Profile (Expanded)

PROFILE - Project Director/Principal Investigator

Prefix * First Name Middle Name * Last Name Suffix
Dr. Ross Lazarus
Position/Title: Director of Bioinformatics Department:

Organization Name: Channing Laboratory, Brigham & Women's Hospital  Division:
* Street1: 181 Longwood Ave Street2:

* City: Boston County: * State: MA: Mas- Province:
sachusetts

* Country: USA: UNITED STATES * Zip / Postal Code: 02215

*Phone Number Fax Number * E-Mail
617-525-2730 617-525-0058 ross.lazarus@channing.harvard.edu
Credential, e.g., agency login|(b)(4); (b)(6) |
* Project Role: PD/PI Other Project Role Category:
File Name Mime Type
*Attach Biographical Skeich 3240-RLazarus_Bio.pdf application/pdf

Attach Current & Pending Support

PROFILE - Senior/Key Person

P;‘I:'ix " F;SE g)amg Middle Name E Laﬂ_Nam.j Suffix

Position/Title: Data Manager Department: DAPC

Organization Name: HPHC Division:

* Street1: 133 Brookline Ave Street2: 6th Floor

* City: Boston County: Suffolk * State: MA: Mas- Province:
sachusetts

* Country: USA: UNITED STATES * Zip / Postal Code: 02215

*Phone Number Fax Number * E-Mail

|{b)(6) | |{ b)(6) | (b)(6)  |@harvardpilgrim.org

Credential, .g., agency [C'Qi"i(b)(‘l'); (b)(6) |

* Project Role: Co-PD/PI Other Project Role Catagory:
a Name Mime Type
*Attach Blographical Sketch (b)(6) pdf application/pdf

Attach Current & Pending Support

PROFILE - Senior/Key Person

Prefix * First Name Middle Name * Last Name Suffix
Dr. |(b)(6}
Position/Title: Director of Clinical Informatics Department:
Organization Name: Harvard Vanguard Medical Association Division: HealthOne Care System
* Street1: 275 Grove Street Street2:
Tracking Number: Key Personnel Page 12 OME Numbar: 4040-0001

Expiration Date: 04/30/2008
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Lazarus, Ross

[e)6) |

“City. Newton County: *State: MA: Mas- _ Province:
sachusetts
* Country: USA: UNITED STATES * Zip / Postal Code: 02466
*Phone Number Fax Number * E-Mail

(b)(6) [e)6) [pmed.org

Credential, e.g., agency login|(b)(4); (b)(6) |

* Project Role: Co-PD/PI Other Project Role Category:
File Name Mime Type
*Attach Biographical Sketch |(b)(6) Pat application/pdf
Attach Current & Pending Support
PROFILE - Senior/Key Person
Prefix * First Name Middle Name * Last Name Suffix
Dr. (b)(6)
Position/Title: Associate Professor Department: DACP
Organization Name; Harvard Pilgrim Health Care Division:
* Street1: 131 Brookline Ave Street2: 3rd Floor
* City: Boston County: * State: MA: Mas- Province:
sachusetts
* Country: USA: UNITED STATES - * Zip | Postal Code: 02215
*Phone Numbe Fax Number * E-Mail
(b)(6) (b)(6) Bharvardpilgrim.org
Credential, e.g., agency loginj(0)(4); (b)(6) |
* Project Role: Co-PD/PI Other Project Role Category:
File Name Mime Type
*Attach Biographical Sketch kb )(B) Pdf application/pdf
Aftach Current & Pending Support
PROFILE - Senior/Key Person
Prefix * First Name Middle Name * Last Nama Suffix
Dr. (o))
Position/Title: Chairman Department: DACP
Organization Name: Harvard Pilgrim Heafthcare Division:
* Street1: 133 Brookline Ave Sireet2: 6th Floor
* City: Boston County: * State: MA: Mas- Province:
sachusetis
* Country: USA: UNITED STATES * Zip / Postal Code: 02215
*Phone Number Fax Number * E-Mail
(b }(6) b )(6) bharvard.adu
Credential, e.g., agency logir(b)(4); (b)(6) |
* Project Role: Co-PD/PI Other Project Role Category:
File Name Mime Type
*Attach Blographical Sketch (b)(6) ndf application/pdf
Attach Current & Pending Support
Tracking Number: Key Personnel Page 13 OME Mumher: £348-9001

Expiration Date: 04/30/2008
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Tracking Number: Key Personnel

PROFILE - Senior/Key Person
Prefix * First Name Middle Name * Last Name Suffix
or. B)
Position/Title: Research Fellow in Medicine Department: DACP
Organization Nama: Harvard Pilgrim Health Care Division:
* Street1: 133 Brookline Ave Street2: 6th Floor
* City: Boston County: * State: MA: Mas- Province:
sachusefts

* Country: USA: UNITED STATES * Zip / Postal Code: 02215

*Phone Number Fax Number * E-Mait

b)(6) Fb)(G) | ﬁb}(G) bpartners.org
Credential, e.g., agency login{(b)(4); (b)(6) |

* Project Role: Co-PD/PI Other Project Role Category:
File Name Mime Type
*Attach Biographlcal Sketch b)(6) hdf application/pdf
Attach Current & Pending Support
OME Number: 4040-0001

Fgeci Expiration Date: 04/30/2008
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RESEARCH & RELATED Senior/Key Person Profile (Expanded)
Additional Senior/Key Person Form Attachments

When submitting senior/key persons in excess of 8 individuals, please attach additional senior/key person forms here. Each additional form at-
tached here, will provide you with the ability to identify another 8 individuals, up 1o a maximum of 4 attachments (32 people).

The means to obtain & supplementary form is provided here on this form, by the button below. In order to extract, fill, and attach each additional
form, simply follow these steps:

Select the "Select to Exiract the R&R Additional Senior/Key Person Form" button, which appears below.

Save the file using a descriptive name, that will help you remember the conient of the supplemental form that you are creating. When as-
signing a name to the file, please remember to give it the extension ".xfd" (for example, "My_Senior_Key.xfd"). If you do not name your file
with the ".xfd" extension you will be unable to open it later, using your PureEdge viewer software.

Using the "Open Form" tool on your PureEdge viewer, open the new form that you have just saved.

Enter your additional Senior/Key Person information in this supplemental form. It is essentially the same as the Senior/Key person form that
you see in the main body of your application.

When you have completed entering information in the supplemental form, save it and close it.
Return to this "Additional Senior/Key Person Form Attachments" page.
Atlach the saved supplemental form, that you just filled in, to one of the blocks provided on this "attachments" form.

Important: Please attach additional Senior/Key Person forms, using the blocks below. Please remember that the files you attach must be Senior/

1) Please attach Attachment 1 |

Key Person Pure Edge forms, which were previously extracted using the process outlined above. Attaching any other type of file may
result in the inability to submit your application to Grants.gov.

|
2) Please attach Attachment2 | |
3) Please atlach Attachment 3 |~ ]
4) Please aftach Attachment 4 | |
Fllename
ADDITIONAL SENIOR/KEY
PERSON PROFILE(S) MimeType
Fllename
Additional Biographical
Sketch{es) (Senior/Key Person) MimeType
Filaname
Additional Current and
Pending Support(s) MimeType
Tracking Number: Key Personnel Page 15 OMB Number: 4040-0001

Expiration Date: 04/30/2008
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BIOGRAPHICAL SKETCH

Provide the following information for the key personnel and other significant contributors in the order listed
on Form Page 2.
Follow this format for each person. DO NOT EXCEED FOUR PAGES.

NAME POSITION TITLE
Ross Lazarus
eRA COMMONS USER NAME Director of Bioinformatics, Channing Laboratory
b)(4); (b)(6) _ Brigham and Women'’s Hospital
EDUCATION/TRAINING (Begin with baccalaureate or other initial professional education, such as
DEGREE
INSTITUTION AND LOCATION (i applicabie) YEAR(s) FIELD OF STUDY
University of Melbourne, Australia M.B.B.S. 1974 Medicine
University of Melbourne, Australia M.Med. 1985 Epidemiology
Monash University, Australia M.P.H. 1985 Public Health
Eoyal Melboume Institute of Technology, G.Dip. 1988 Computer Science
ustralia

A. POSITIONS AND HONORS:

POSITIONS AND EMPLOYMENT

1975 Resident Medical Officer, Royal Princess Alexandra Hospital

1976-1979  Physician, Collingwood Community Health Center

1979-1994  Occupation Physician, State Electricity Commission of Victoria
1988-1995  Lecturer, University of Sydney

1994-1988  Manager, Information Systems, Bundoora Extended Care Center
1995-1998  Senior Lecturer, University of Sydney

1998-present Sub-Dean for Information Technology, University of Sydney
1998-present Association Professor, University of Sydney

2000-2004  Visiting Associate Professor in Medicine, Harvard Medical School

2000- Director of Bioinformatics, Channing Laboratory, Brigham and Women’'s Hospital

AWARDS AND OTHER PROFESSIONAL ACTIVITIES

1975 Medical Board of Victoria, Registered

1980 Fellow of the Royal Australian College of General Practitioners

1988 Medical Board of New South Wales, Registered Medical Practitioner

1991 Fellow of the Faculty of Public Health Medicine of the Royal Australian College of Physicians

B. SELECTED PUBLICATIONS (ORIGINAL REPORTS):

1. Lazarus R, Sparrow D, Weiss ST. Effects of Obesity and fat distribution on ventilatory function: The
Normative Aging Study. Chest, 1997;111:891-898.

2. Lazarus R, Sparrow D, Weiss ST. Alcohol intake and insulin levels in men: Evidence for lower insulin
resistance in moderate drinkers from the Normative Aging Study. Am J Epidemiol,
1997;145(10):909-916.

3. lee MT, Lazarus R. Meta-analysis of drug safety data with logistic regression. Drug Information J,
1997;31(4):1189-1193.

4. Lazarus R, Sparrow D, Weiss S. Hand-grip strength and insulin levels: cross-sectional and prospective
associations in the Normative Aging Study. Metabol Clin Exper, 1997;46(11):1266-1269.

5. Lazarus R, Colditz G., Berkey C. and Speizer F. Effects of body fat on ventilatory function in children and
adolescents: cross-sectional findings from a random population sample of school-children. Pediatr
Pulmonol, 1997; 24(3):187-194.
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6. Lazarus R, Sparrow D, Weiss ST. Temporal relationships between obesity and Insulin: longitudinal data
from the Normative Aging Study. Am J Epidemiol, 1998;147:173-9.

7. Tsang CW, Lazarus R, Smith W, Mitchell P, Burnett L, Koutts J. Hematological Indices in an older
population sample: Derivation of healthy reference values. Clin Chem, 1998;44(1):96-101.

8. Paleologos M, Cumming RG, Lazarus R. Cohort study of Vitamin C intake and cognitive impairment. Am J
Epidemiol, 1998;148:45-50.

9. Lazarus R, Sparrow D, Weiss S. Baseline ventilatory function predicts the development of insulin
resistance: the Normative Aging Study. Eur Respir Rev, 1998; 12: 641-645.

10. Lazarus R, Sparrow D, Weiss S. Insulin resistance is associated with impaired ventilatory function in non-
diabetic men: The Normative Aging Study. Eur Respir Rev, 1998; 12: 635-640.

11. Smith W, Mitchell P, Lazarus R. Carrots, carotene and seeing in the dark. Ausfralian and New Zealand
Journal of Ophthalmology, 1999; 27:204-207.

12. Sinn JKH, Lloyd J, Todd D, Lazarus R, Maesel A, John E. Umbilical cord blood lactate in normal infants:
Comparison between two methods of measurement. J Ped Child Health, 2001;37:24-27.

13. Lawson JA, Lazarus R, Kelly JJ. Prevalence and prognostic significance of malnutrition in chronic renal
insufficiency. Journal of Renal Nutrition, 2001;11(1):16-22.

14. Lazarus R, Kleinman K, Dashevsky |, DeMaria A, Platt R. Using automated medical records for rapid
identification of iliness syndromes: the example of lower respiratory infection. BMC Public Health,
2001;1:9.

15. Arora, SC, Mudaliar YM, Lee C, Mitchell D, Iredell J, Lazarus R. Non-bronchoscopic Bronchoalveolar
Lavage in the Microbiological Diagnosis of Pneumonia in Mechanically Ventilated Patients. Anaesthesia
and Intensive Care, 2002;30(1):11-20.

16. Lazarus R, Klimecki W, Palmer L, Kwiatkowski D, Silverman E, Brown A, Martinez F, Weiss ST. Single
nucleotide polymorphisms in the Interleukin 10 gene: Differences in frequencies, linkage disequilibrium
patterns and haplotypes in three US ethnic groups. Genomics, 2002;80(2):223-228.

17. Lazarus R, Kleinman K, Dashevsky |, Adams C, Kludt P, DeMaria A. Detection of acute illness clusters,
including potential bioterrorism events, using automated ambulatory care encounter records. Emerging
Infectious Diseases, 2002;8(8):753-760.

18. Raby BA, Klimecki T, Laprise C, Renaud Y, Faith J, Lemire M. Greenwood C, Lange C, Palmer L, Lazarus
R, Vercelli D, Kwiatkowski D, Silverman E, Martinez F, Hudson TJ, Weiss ST. Common functional
polymorphisms in Toll-Like Receptor 4 (TLR4) are not associated with asthma or atopy-related
phenotypes. Am J Respir Crit Care Med, 2002;166(11):1449-56.

19. Lazarus R, Vercelli D, Palmer L, Klimecki W, Silverman EK, Richter B, Riva A, Ramoni M, Martinez FD,
Weiss ST, Kwiatkowski DJ. Single Nucleotide Polymorphisms in Innate Immunity Genes: Abundant
Variation and Potential Role in Complex Human Disease. Immunol Rev, 2002;190:9-25.

20. Barlow-Stewart K, Burnett L, Proos A, Howell V, Huq F, Lazarus R, Aizenberg H. A Genetics Screening
Program for Tay-Sachs Disease and Cystic Fibrosis for Australian Jewish High School Students. J Med
Gen, 2003;40:E45.

21. Lazarus R, Klimecki W, Raby B, Vercelli D, Palmer L, Kwiatkowski D, Silverman E, Brown A, Martinez F,
Weiss ST. Single nucleotide polymorphisms in the Toll-like receptor 9 gene (TLR9): Frequencies,
pairwise linkage disequilibrium and haplotypes in three US ethnic groups and exploratory case-control
disease association studies. Genomics, 2003;81:85-91.

22. Raby BA, Silverman EK, Lazarus R, Lange C, Kwiatkowski DJ, Weiss ST. Chromosome 12q harbors
multiple genetic loci related to asthma and asthma-related phenotypes. Hum Mol Genet, 2003;12:1973-7.

23. Sebastiani P, Lazarus R, Weiss ST, Kunkel LM, Kohane IS, Ramoni MF. Minimal haplotype tagging. Proc
Natl Acad Sci, 2003;100:9900-9905.

24. Kleinman K, Lazarus R, Platt R. A generalized linear mixed models approach for detecting incident
clusters of disease in small areas, with an application to biological terrorism. Am J Epidemiol,
2004;159(3):217-24.-

25. Ramsey CD, Lazarus R, Camargo CA Jr, Weiss ST, Celed6n JC. Polymorphisms in the interleukin 17F
gene (/L17F) and asthma. Genes Immunol 2005 May; 6(3): 236-41.

26. Litonjua AA, Tantisira KG, Lake S, Lazarus R, Richter BG, Gabriel S, Silverman ES, Weiss ST.
“Polymorphisms in signal transducer and activator of transcription 3 and lung function in asthma”. Respir
Res. 2005 Jun 3;6(1):52

27. Chen Y.C., Giovannucci E., Lazarus R., Kraft P., Ketkar S., Hunter D.S. “Sequence variants of Toll-Like
Receptor 4 (TLR4) and susceptibility to prostate cancer”, Cancer Research 2005 65(24):11771-11778
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28. Raby B., Van Steen K., Lazarus R., Celedén J., Silverman E., Weiss S. “Eotaxin polymorphisms and
serum total IgE levels in children with asthma.” Journal of Allergy and Clinical Immunology, 2006,
117(2):298-305

29. Hersh C.P., DeMeo D.L., Lazarus R., Celeddn J., Raby B., Benditt J.O., Criner G., Make B., Martinez F.J.,
Scanlon P.D., Sciurba F.C., Utz J.P, Reilly J.J., Silverman E K. “Genetic Association Analysis of
Functional Impairment in Chronic Obstructive Pulmonary Disease.” American Journal of Respiratory and
Critical Care Medicine, 2006, doi:10.1164/rccm.200509-14520C

30. Zeng Q.T, Goryachev S., Weiss S.T., Sordo M., Murphy S.N., Lazarus R. “Extracting principal diagnosis,
co-morbidity and smoking status for asthma research: evaluation of a natural language processing
system”, BMC Medical Informatics and Decision Making, 2006 6:30

31. Rakovski C.S, Xu X., Lazarus R., Blacker D., Laird N.M. “A New Multimarker Test for Family-Based
Association Studies”, Genetic Epidemiology, in press (accepted July 2006)

32. Lazarus R., Yih K. Platt R., “Distributed data processing for public health surveillance”, BMC Public Health
2006, 6:235

C. RESEARCH SUPPORT:

Ongoing Research Support

2 U01 HL065899-05 (Weiss) 08/01/05 - 06/30/10

NIH/ NHLBI Role: Co-Investigator

The Pharmacogenetics of Asthma Treatment

The major goal of this project is to determine the genetic basis for differences observed in patient responses to
various asthma treatments. Overiap: None.

UR8 / CCU115079-08 (Platt) 02/01/05 - 01/31/07
CDC Role: Principal Investigator (subcontract)
National Bioterrorism Syndromic Surveillance Program

This work will demonstrate the feasibility of a national bioterrorism syndromic surveillance program using minimally
identifiable data derived from ambulatory care records. This includes development of standards, protocols, and
infrastructure for securely transmitting de-identified count data, detecting and reporting unusual geographic and
temporal clusters of daily counts of syndromes that might represent the initial manifestations of a bioterrorism
event. No overlap.

Number Not Available (Platt) 01/01/06 — 12/31/08

Centers for Excellence in Public Health Informatics (ESP) Role: Principal Investigator
(subcontract)

Using Electronic Medical Records to Support Core Public Health Needs

This work will build directly on this group’s accomplishments in developing the CDC National Bioterrorism
Syndromic Surveillance Demonstration Project. ESP will serve three major functions: 1) Completely transparent
reporting of conditions where all required information can be extracted from EMRs, 2) Initiation of reporting that
triggers an automated query to clinicians if non-extractable information, and 3) Automatic responses to electronic
queries by health authorities regarding demographic and treatment status of individuals with positive laboratory
tests. Overlap: None

1 U54 LM008748 (Kohane) 09/15/04 — 07/31/09
NIH/NHLBI Role: Co-investigator
Genetics and Pharmacogenetics of Common Complex Diseases

This work will perform as part of the Informatics for Integrating Biology and the Bedside (I1°B?) project and will
lead to the development and implementation of methods and tools to improve genetic epidemiological and
pharmacogenetic research in complex disease.

No overlap.
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Ongoing Research Support (continued)

Industry Grant (Kwiatkowski) 07/01/03 - 06/30/08
D.W. Reynolds _ Role: Co-Investigator
Human Genetics of Inflammation in Atherosclerosis

This work examines the hypothesis that individuals with high C-reactive protein, low cholesterol, and
atherosclerotic events have genetic risk factors that predispose them to a particular set of clinical features and
pursues the identification of strong single gene effects that cause high C-reactive protein, low cholesterol, and
atherosclerotic event phenotype by a linkage analysis and positional cloning approach. No overlap.

1 R0O1 HG003646-01A1 (Lazarus) 12/01/05 - 11/30/10
NIH Role: Principal Investigator
A Genetic Association Research Statistical Framework (BISTI)

The specific aims of this project include software support for importing experimental data and genomic
annotation; methods for statistical power calculations and for selecting maximally informative subsets of
markers during experimental design; methods for visualizing and summarizing experimental results:
established and recently developed methods supporting statistical inference on single markers, multiple
markers and on the epistatic and gene by environment interactions characteristic of these diseases and
needed for emerging fields of study such as pharmacogenetics. Overlap: None.

Completed Research Support

5 U01 HLO66795 (Weiss) 10/01/00 - 07/31/05
NHLB! Role: Co-Investigator
Innate Immunity in Heart, Lung, and Blood Disease

This PGA will develop and expand genomic knowledge within the heart, lung, and blood community and to
apply that knowledge to the pathobiology of asthma, chronic obstructive pulmonary disease, myocardial
infarction, and deep vein thrombosis. No overlap.

5 U01 HL0OB5899 (Weiss) 04/01/03 - 07/31/05
NIH/NIGMS/NHLBI Role: Co-Investigator
The Pharmacogenetics of Asthma Treatment

The major goal of this project is to determine the genetic basis for differences observed in patient responses to
various asthma treatments. No overiap.

Assignment Number Pending (Platt) 09/01/04 - 08/31/05
Massachusetts Department of Public Health (MDPH) Role: Principal Investigator (subcontract)
Public Health Preparedness and Response to Bioterrorism

The specific aims of this project include: (1) the continued development and evaluation of syndromic
surveillance for the early detection of bioterrorism events; and (2) the utilization of untapped sources of data for
infectious disease surveillance purposes by developing linkages to new data sources, systems, and partners.
No overlap.
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Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTION A & B, BUDGET PERIOD 1 (; N} { 3,
* ORGANIZATIONAL DUNS: 0717210880000 ! ¢

*Budget Type: @ Project O Subaward/Consortium @
Enter name of Organization: Harvard Pilgrim Health Care

\g }? “
* Start Date: 07-01-2007 * End Date: 06-30-2008 Budget Period: 1

A. Senior/Key Person

Prefix  *First Name Middie Name * Last Name Suffix * Project Role Base Salar{“ Acad. Sum. *Requested *Fringe  *Funds Requested ($)

Months Months Months  Sala )
Dr. Ross Lazarus PD/PI b)(4); (b)(6)
Dr. b)(6 Co-l
or. [PX®) Co-l
Dr. Co-l
Dr. Statistician
To!al Funds Requested for all Senlor Key Persons in the attached file

Additional Senlor Key Persons: File Name: M Type: Total SenionKey Person_[2)(4); (b)(6)

R

S g

B. Other Personnel

* Number of * Project Role Cal. Acad. Sum. *Requested *Fringe * Funds Requested

Personnel Months Months Months  Salary ($) Benefits ($)
Post Doctoraf Associates

Graduate Students

Undargr?duate Students b)(4); (b)(6)
Secretarial/Clerical

Julie Dunn, MPH - Project Manager
TBN - Programmer

b)(6) BS - Research Assistant

Total Number Other Personnel

(b)(4); (b)(6)

G = ok o=

ages and Fringe Benents (A#B) _|(0)(4); (b)(6)

LN

RESEARCH & RELATED Budget {A-B} (Funds Requestad)

Detailed Budget - Year 1 Page 34

Tracking Number: OME Number: 4040-0001

Expiration Date: 04/30/2008
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RESEARCH & RELATED BUDGET - SECTION C, D, & E, BUDGET PERIOD 1

* ORGANIZATIONAL DUNS: 0717210880000
*BudgetType: @ Project (O Subaward/Consortium
Enter name of Organization: Harvard Pilgrim Health Care

* Start Date: 07-01-2007 * End Date: 06-30-2008 Budget Perlod: 1

C. Equipment Description
|List items and dollar amount for each Item exceeding $5,000
Equipment Item * Funds Requaested ($)
Total funds requested for all equipment listed In the attached file
Total Equipment
Additional Equipment: File Name: Mime Type:
D. Travel Funds Requested ($)
1. Domestic Trave! Costs ( Incl. Canada, Mexico, and U.S. Possessions) 1,470.00
2. Foreign Travel Costs 0.00
Total Travel Cost 1,470.00
E. Participant/Tralnee Support Costs Funds Requested ($)
1. Tuition/Fees/Health Insurance 0.00
2. Stipends 0.00
3. Travel 0.00
4. Subsistence 0.00
5. Other: 0 0.00
0 Number of Participants/Trainees Total Participant/Trainee Support Cosis 0.00
RESEARCH & RELATED Budget {C-E} (Funds Requested)
Tracking Number: Detailed Budget - Year 1 Page 35 VR Saonber: SM400901

Expiration Date: 04/30/2008



Principal Investigator/Program Director (Last, first, m, ) Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTIONS F-K, BUDGET PERIOD 1
* ORGANIZATIONAL DUNS: 0717210880000
*Budget Type: @ Project  Q Subaward/Consortium
Enter name of Organization: Harvard Pilgrim Health Care
* Start Date: 07-01-2007 * End Date: 06-30-2008 Budget Period: 1

F. Other Direct Costs Funds Requested ($)

1. Materials and Supplies 200.00
2. Publication Costs

3. Consultant Services |(b)(4)

4. ADP/Computer Services 1
5. Subawards/Consortium/Contractual Costs )4 |
6. Equipment or Facility Rental/User Fees
7. Alterations and Renovations

8. n/a 0.00
Total Other Direct Costs 320,502.00
G. Direct Costs Funds Requested ($)
Total Direct Costs (A thru F) 432,861.00
[H. Indirect Costs
indirect Cost Type Indirect Cost Rate (%)  Indirect Cost Base (§)  * Funds Requested ($)
1. Modified Total Direct Costs [b)(4)
Total indirect Costs (b)(4)

Cognizant Federal Agency
(Agency Name, POC Name, and POC Phone Number)

l. Total Direct and Indirect Costs Funds Requested ($)
Total Direct and Indirect Institutional Costs (G + H) b)(4)
J. Fee Funds Requested ($)
K. * Budget Justification File Name: 7908-HPHC__ justification.pdf Mime Type: application/pdf
(Only attach one file.)

RESEARCH & RELATED Budget {F-K} (Funds Requested)

OMB Number: 4040-0001
Tracking Number: Detailed Budget - Year 1 Page 36 Expiration Dato; 04/30/2008
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RESEARCH & RELATED BUDGET - SECTION A & B, BUDGET PERIOD 2

* ORGANIZATIONAL DUNS: 0717210880000

*Budget Type: @ Project O Subaward/Consortium
Enter name of Organization: Harvard Pilgrim Health Care
* Start Date: 07-01-2008 * End Date: 06-30-2009 Budget Period: 2
A. Senior/Key Person
Prefix  *First Name Middie Name * Last Name Suffix * Project Role Base Salary Cal. Acad. Sum. *Requested *Fringe *Funds Requested ($)
($) Months Months Months  Salary ($)  Benefits
1. Dr Ross Lazarus PD/PI (b)(4); (b)(6)
2. Dr Jeffery Brown Co-l |~
3. Dr Michael Kiompas Co-l v
4. Dr Richard Platt Co-l e
5 Dr Ken Kieinman Statistician
Total Funds Requested for all Senior Key Persons in the attached file
Additional Senior Key Persons: File Name: Mime Type: Total Senior/Key Person |(b)(4); (b)(6)
B. Other Personnel
* Number of * Project Role Cal. Acad. Sum. * Requaﬂed * Fringe * Funds Requested
Personnel Months Months Months Salary ($) Benefits (%)
Post Doctoral Associates
Graduate Students
Undergraduate Students
Secretarial/Clerical b)(4)
1 Julie Dunn, MPH - Project Manager I~
1 Johanna Vostok, BS - Research Assistant L
1 TBN - Programmer -
3 Total Number Other Personnel L
Total Salary, Wages and Fringe Benefits (A+B) (b)(4) —
RESEARCH & RECATED Budget {A-B} {Funds Requested)
z ey
Detailed Budget - Year 2 Page 37 Y
Tracking Number: ﬁ 9 OMB Number: 4040-0001

Expiration Date: 04/30/2008
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RESEARCH & RELATED BUDGET - SECTION C, D, & E, BUDGET PERIOD 2
* ORGANIZATIONAL DUNS: 0717210880000
*Budget Type: @ Project O Subaward/Consortium
Enter name of Organization: Harvard Pilgrim Health Care

* Start Date: 07-01-2008 * End Date: 06-30-2009 Budget Perlod: 2

C. Equipment Description
ﬂUﬂ Items and dollar amount for each Item exceeding $5,000

Equipment Item * Funds Requested (§)

Total funds requested for all equipment listed in the attached file
Total Equipment

Additionai Equipment: File Name: Mime Type:

D. Travel Funds Requested ($)

1. Domestic Travel Costs ( Incl. Canada, Mexico, and U.S. Possessions) 1,600.00
2. Foreign Travel Costs

Total Travel Cost 1,600.00

E. Particlpant/Trainee Support Costs Funds Requested ($)

1. Tuition/Fees/Health Insurance
2. Stipends

3. Travel

4, Subsistence

5. Other:

0 Number of Participants/Tralnees ) Total Participant/Trainee Support Costs 0.00
RESEARCH & RELATED Budget {C-E} (Funds Requested)

O Detailed Budget - Year 2 Page 38 ik s




Principal Investigator/Program Director {Last, first, © 1) Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTIONS F-K, BUDGET PERIOD 2

* ORGANIZATIONAL DUNS: 0717210880000

*Budget Type: @ Project O Subaward/Consortium
Enter name of Organization: Harvard Pilgrim Health Care
* Start Date: 07-01-2008 * End Date: 06-30-2009 Budget Period: 2
F. Other Direct Costs Funds Requested ($)
1. Materials and Supplies 205.00
2. Publication Costs
3. Consultant Services |(b)(4}
4. ADP/Computer Services !
5. Subawards/Consortium/Contraciual Costs |(b)(4)
|6. Equipment or Facility Rental/User Fees i
7. Alterations and Renovations
Total Other Direct Costs 311,896.00
G. Direct Costs Funds Requested ($)
Total Direct Costs (A thru F) 430,306.00
H. Indirect Costs
Indirect Cost Type Indirect Cost Rate (%)  Indirect Cost Base ($)  * Funds Requested ($)
1. Modified Total Direct Costs [(b)(4) |
Total Indirect Costs |(b)(4 ) J
Cognizant Federal Agency
(Agency Name, POC Name, and POC Phone Number)

[1. Total Direct and Indirect Costs

Funds Requested {$)
Total Direct and Indlrect Institutional Costs (G + H) b)(4)

J. Fee Funds Requested ($)
0.00
K. * Budget Justification File Name: 7908-HPHC__justification. pdf Mime Type: application/pdf
(Only attach one file.)
RESEARCH & RELATED Budget {F-K} (Funds Requested)
OME Number: 4040-0001

Tracking Number: Detailed Budget - Year 2
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Principal Investigator/Program Director (Last, first, mi . Lazarus, Ross

Harvard Pilgrim Health Care
Budget Justification

Ross Lazarus, M.B.B.S., M.P.H, Prinnvestigator (2.4 calendar months - salary to be provided via
Channing Laboratory Subcontract)
Dr Ross Lazarus, Director of Bioinformatics at the Channing Laboratory, will be the Pl and will dedicate one
day each week to this project. Dr Lazarus will provide direction and leadership for the programmer-analyst
and the administrative support, meeting with the Project Manager and Programmer-analyst each week to
review progress to date and to discuss and modify the work plan. He will be the technical lead for the
project, providing advice on the design of the overall system, and will ensure that widely adopted
infrastructure is used to enhance application transportability. He will be responsible for specifying the overall
design, testing and development strategy for all application development and play a major role in application
testing and implementation. Dr Lazarus will meet every 2 weeks with staff from the DACP including Drs

(b)(6) and(b)(6) to ensure that work at the Channing and HVMA are proceeding in an orderly
fashion, and to discuss progress and plan work on the HVMA side.

[b)(6) IMD, PhD, Co-Investigator (0.36 calendar months)
Drb)(6) will serve as a Co-Investigator for this project. Dr[(b)(6) |s a principal investigator for the CDC-
funded Center for Excellence in Public Health Informatics, a widely respected pioneer in the use of EMR for
public health, and Departmental Chair in the Department of Ambulatory Care and Prevention. His extensive
experience in vaccine and medication safety research and practice will provide guidance for the project, and
external liaison with potential partners, to ensure that our systems are widely adopted.

I(0)(6) |MD, Co-Investigator (4.20 calendar months)
Dr. Klompas is an Infectious Disease physician who led the development of algorithms for the ESP project
of the Center for Excellence. In collaboration with Dr. Lazarus, Dr.[b)(6) __|will be responsible for the
design, monitoring and refinement of algorithms for detecting Adverse Events of interest.

b)(6) A, PhD, Co-Investigator (1.20 calendar months in Year 1, 1.08 in Year 2)
r. |(b)(6) an experienced pharmaco-epidemiologist and collaborator on the ESP project, will
contribute his substantial expertise in insurance claims data analysis related to the project.
|(b)(6) |ScD, Senior Statistician (0.24 calendar months in Year 1, 0.84 in Year 2)
Dr.|(b)(6) pecializes in repeated measures, cluster statistics, and longitudinal data analysis with a focus

on Iintectious diseases epidemiology and bioterrorism surveillance. He will lead all data analysis activities
which will be focused on formal statistical tests to determine the impact of ESP;VAERS on the rate,
completeness and accuracy of resulting VAERS reports.

(b)6)  |MPH, Project Manager (1.8 calendar months in Year 1, 1.4 in Year 2)

Vis. Il be responsible for overall project management and documentation, budget management, IRB
reporting functions, and other coordinating tasks relating to the infrastructure of the project. She will
supervise the research assistant and oversee all activities and communications with participating hospitals
and collaborators. She will manage the design of the data collection tools, creation of operations manuals
and record review guidelines, as well as maintain IRB approval, etc.

|(b)(6) bs, Research Assistant (4.44 calendar months in Year 1, 4.5 in Year 2)
Ms. [(b)(6) |will perform administrative duties, such as IRB/HIPAA documentation and project
documentation, under the supervision of the Project Manger. She will be available to the investigators for
project assistance.

TBN, Programmer (1.20 calendar months in Year 1, 0.84 in Year 2)
The computer programmer will be responsible for developing and implementing the data analysis strategy

for this project.

Budget Justification Page 40



Principal Investigator/Program Director (Last, first, m  ): Lazarus, Ross

Office Supplies

Standard office supplies, toner cartridges and photocopying costs are requested to support staff working on
this project, in addition to support for routine conference calls and additional correspondence between
HVMA, BWH, HPHC and the MDPH.

Travel
As required within the RFP, funding is requested to allow at least two members of the project team to attend

at least three days of an annual AHRQ grantee meeting in the Washington DC area.

Epic Consulting Services
Funds are requested to support necessary consulting services provided by EpicCare, the EMR vendor
through which ESP:VAERS will be operationalized within the HYMA / HealthOne system.

Subcontract Costs

These costs reflect the subcontracting sites as described in the technical proposal. These costs cover the
costs of the Channing Laboratory at Brigham and Women's Hospital and the Harvard Vanguard Medical
Association (HVMA).

Facilities and Administration costs for HPHC are calculated at 57.4% of modified total direct costs.

Budget Justification Page 41



Principal Investigator/Program Director (Last, first, mi

J: Lazarus, Ross

RESEARCH & RELATED BUDGET - Cumulative Budget

Saction A, Senior/Key Person

Section B, Other Personnel

Total Number Other Personnel

Total Salary, Wages and Fringe Benefits (A+B)
Section C, Equipment

Section D, Travel

1. Domestic

2. Foreign

Sectlon E, Participant/Trainee Support Costs
1. Tuition/Fees/Health Insurance

2. Stipends

3. Travel

4. Subsistence

5. Other

6. Number of Participants/Trainees

Section F, Other Direct Costs

1. Materials and Supplies

2. Publication Costs

3. Consultant Services

4. ADP/Computer Services

5. Subawards/Consorfium/Contractual Costs

6. Equipment or Facility Rental/User Fees

7. Alterations and Renovations

8. Other 1

9. Other 2

10. Other 3

Section G, Direct Costs (A thru F)

Section H, Indirect Costs

Sectlon |, Total Direct and Indiract Costs (G + H)
Section J, Fee

Tracking Number: Cumulative Budget

Totals ($)

3,070.00
0.00

0.00
0.00
0.00
0.00
0.00

0

405.00
0.00
0.00
0.00
0.00
0.00

b)(4); (b)(6)

3,070.00

632,398.00

863,167.00

b)(4)

0.00

Page 42
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Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTION A & B, BUDGET PERIOD 1

* ORGANIZATIONAL DUNS: 0433974500000
*Budget Type: O Project @ Subaward/Consortium
Enter name of Organization: HYMA

* Start Date: 07-10-2007

Epnge B¢
| U/jro’ —

N\

* End Date: 06-30-2008 Budget Perlod: 1
A. Senior/Key Person
Prefix *First Name Middle Name * Last Name Suffix * Project Role Base Salary Cal. Acad. Sum. *Requested *Fringe *Funds Requested ($)
Menths Months Months Sa B n
1. or. [b)®6) Co- b)(4); (b)(6)
Total Funds Requested for all Senior Key Persons in the attached fila
Additional Senior Key Persons: File Name: Mime Type: Total Senlor/Key Person SE?@
B. Other Personnel
* Number of * Project Role Cal. Acad. Sum. *Requested *Fringe * Funds Requested
Personnel Months Months Months Salary ($) Benefits [£3]
Post Doctoral Associates
Graduate Students =
Undergraduate Studenis b)(“‘): (b}(e)
Secretarial/Clerical
1 TBN - Programmer
1 Total Number Other Personnel
Total Salary, Wages and Fringe Benefits (A+B) |(b)(4}; (b)(6)
u us
Subaward 1 Page 43
Tracking Number:
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Principal Investigator/Program Director (Last, first, i ): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTION C, D, & E, BUDGET PERIOD 1

* ORGANIZATIONAL DUNS: 0433974500000

* Budget Type: QO Project @ Subaward/Consortium
Enter name of Organlzation: HVMA
* Start Date: 07-10-2007 * End Date: 06-30-2008 Budget Period: 1

!c. Equipment Description

List items and dollar amount for each Item exceeding $5,000

Equipment item * Funds Requasted ($)
Total funds requested for all equipment listed in the attached flle
Total Equipment
Additional Equipment: File Name: Mime Type:

D. Travel

1. Domestic Travel Costs { Incl. Canada, Mexico, and U.S. Possessions)
2. Foreign Travel Costs

Funds Requested {$)

Total Travel Cost

E. Particlpant/Trainee Support Costs
1. Tuition/Fees/Health Insurance

2. Stipends

3. Travel

4. Subsistence

5, Other:

0 Number of Participants/Tralnees

Funds Requested ($)

Total Particlpant/Tralnee Support Costs 0.00

RESEARCH & RELATED Budget {C-E} (Funds Requested)

Tracking Number: Subaward 1

Page OMB Numbar: 4040-0001
“ Expiration Date: 04/30/2008




Principal Investigator/Program Director (Last, first, n ): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTIONS F-K, BUDGET PERIOD 1

* ORGANIZATIONAL DUNS: 0433974500000
*Budget Type: O Project @ Subaward/Consortium
Enter name of Organization: HVMA

* Start Date: 07-10-2007 * End Date: 06-30-2008 Budget Perlod: 1
F. Other Direct Costs Funds Requested ($)
Total Other Direct Costs
G. Direct Costs Funds Requested ($)}
Total Direct Costs (A thru F) 53,885.00

H. Indirect Costs

Indirect Cost Type Indirect Cost Rate (%) Indirect Cost Base (§)  * Funds Requested (8)
1. Modified Direct Cost [(b)(4)

Cognizant Federal Agency
(Agency Name, POC Name, and POC Phone Number)

Total Indirect Costs

(b)4)

|
|

I. Total Direct and Indirect Costs

Total Direct and Indirect Institutional Costs (G + H)

Funds Requested ($)

)@ |

J. Fee Funds Requested ($)
0.00
[K. * Budget Justiflcation File Name: 8711-HVMA_justification.pdf Mime Type: application/pdf
{Only attach one file.)
RESEARCH & RELATED Budget {F-K} (Funds Requested)
Tracking Number: Subaward 1 DA Mumbiar: 4090-9001
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Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

* ORGANIZATIONAL DUNS: 0433874500000
*Budget Type: O Project @ Subaward/Consortium
Enter name of Organization: HVMA

RESEARCH & RELATED BUDGET - SECTION A & B, BUDGET PERIOD 2

* Start Date: 07-01-2008 * End Date: 06-30-2009 Budget Period: 2

A. Senlor/Key Person

RESEARCH & RELATED Budget {A-BY {Funds Requested)

Prefix  *First Name Middle Name * Last Name Suffix * Project Role Base Salary Cal. Acad. Sum. *Requested *Fringe *Funds Requested ($)
% Months Months Months Salary ()  Benefits ($) -
1. Dr Francis X. Campion Co [b)(4); (b)(6)
Total Funds Requested for all Senior Key Persons In the attached file
Additional Sanior Kay Persons: File Name: Mime Type: Total Senlor/Key Person Iib)(/-l-); (b)}(6) |e—
|B. other Personne
* Number of * Project Role Cal. Acad. Sum. *Requested *Fringe * Funds Requested
Personnel Months Months Months Salarv (Sl  Benefite 18}
Post Doctoral Associates b)(4); (b)(6)
Graduate Students
Undergraduate Students
Secretarial/Clerical
1 T8D - Senior Programmer
1 Total Number Other Personnel

Total Salary, Wages and Fringe Benefits (A+B)

[0)(4); (0)(6)

VX

Subawe; ﬁk’%’f}‘w 9
Tracking Numbar: l ?ﬂm ? 'I:)S

Page 46
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Principal Investigator/Program Director (Last, first, m ) Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTION C, D, & E, BUDGET PERIOD 2
* ORGANIZATIONAL DUNS: 0433974500000
*Budget Type: (OProject @ Subaward/Consortium
Enter name of Organization: HVMA

* Start Date: 07-01-2008 * End Date: 06-30-2009 Budget Period: 2

‘C. Equipment Description
List items and dollar amount for each item exceeding $5,000

Equipment Item * Funds Requested ($)
Total funds requested for all equipment listed in the attached file
Total Equipment
Additional Equipment: File Name: Mime Type:

D. Travel Funds Requested ($)

1. Domestic Travel Costs { Incl. Canada, Mexico, and U.S. Possessions)
2. Foreign Travel Costs

Total Travel Cost

E. Participant/Trainee Support Costs Funds Requested ($)

1. Tuition/Fess/Health Insurance
2. Stipends

3. Travel

4. Subsistence

5. Cther:

0 Number of Participants/Trainess Total Participant/Traines Support Costs 0.00
RESEARCH & RELATED Budget {C-E} (Funds Requested)

OME Number: 4040-0001
Tracking Number: Subaward 1 Page 47 Expirstion Date: 04/30/2008




Principal Investigator/Program Director (Last, first, n

.): Lazarus, Ross

RESEARCH & RELATED BUDGET ~ SECTIONS F-K, BUDGET PERIOD 2

* ORGANIZATIONAL DUNS: 0433974500000

*BudgetType: QO Project @ Subaward/Consortium

Enter name of Organization: HVMA

* Start Date: 07-01-2008

* End Date: 06-30-2008

Budget Period: 2

Indirect Cost Type
1. Modified Total Direct Costs

Cognizant Federal Agency
(Agency Name, POC Name, and POC Phone Number)

F. Other Direct Costs Funds Requested ($)
Total Other Direct Costs
G. Direct Costs Funds Requested ($)
Total Direct Costs (A thru F) 54,570.00
H. Indirect Costs

Indirect Cost Rate (%)

Indirect Cost Base ($)  * Funds Requested ($)

Total Indirect Costs |(b)(4)

I. Total Direct and indirect Costs

Funds Requested ($)
Total Direct and Indirect institutional Costs (G + H) b)(4)

J. Fee Funds Requested ($)
0.00
K. * Budget Justification File Name: 8711-HVMA_justification.pdf Mime Type: application/pdf
(Only attach one file.)
RESEARCH & RELATED Budget {F-K} (Funds Requested)
Tracking Number: Subaward 1 Page 48 DMS Blumbar: 4045:0081
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Principal investigator/Program Director (Last, first, mi

: Lazarus, Ross

RESEARCH & RELATED BUDGET - Cumulative Budget

Section A, Senlor/Key Person

Section B, Other Personnel

Total Number Qther Personnel

Total Salary, Wages and Fringe Benefits (A+B)
Section C, Equipment

Section D, Travel

1. Domeslic

2. Foreign

Section E, Participant/Tralnes Support Costs
1. Tuition/Fees/Health Insurance

2. Stipends

3. Travel

4. Subsistence

5, Other

6. Number of Participants/Trainees

Section F, Other Direct Costs

1. Materials and Supplies

2. Publication Costs

3. Consultant Services

4. ADP/Computer Services

5. Subawards/Consortium/Contractual Costs

6. Equipment or Facility Rental/User Fees

7. Alterations and Renovations

8. Other 1

9. Cther 2

10. Other 3

Section G, Direct Costs (A thru F)

Section H, Indirect Costs

Sectlon |, Total Direct and Indirect Costs (G + H)
Section J, Fee

Tracking Number: Subaward 1

Totals ($)

0.00
0.00

0.00
0.00
0.00
0.00

0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00

b)(4)

0.00

0.00

108,455.00

(b)(4)

0.00

Page 49
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Principal Investigator/Program Director {Last, first, n ) Lazarus, Ross

Harvard Vanguard Medical Association
Budget Justification

PERSONNEL

[(b)(6) IMD, Co-Investigator (1.2 calendar months)
Drib)(6) fs a practicing physician with Harvard Vanguard Medical Associates (HVMA) and Director of
Research for HYMA. He will provide leadership and experience that will play a vital role in liaison with
HVMA staff, ensuring that the project serves the needs of patients and clinicians appropriately.

TBN, Senior Epic Programmer (3.2 calendar months)

The senior programmer will be responsible for programming to ensure to compatibility of the ESP-VARES
system and the current EMR system used across HVMA sites. They will also provide EMR-specific
technical consult to members of the BWH programming team, and assist in any necessary trouble-shooting
in regards to this system across participating HVMA sites.

Facilities and Administration Costs for HYMA are calculated at [(P)(4) |of modified total direct costs.

Subaward 1 Budget Justification Attachment Page 50



GRANTNUMBER: _[ P/ HS0 [ 704 5-0/ _
Y [N (NA

E. FINANCIAL INFORMATION
1. Copy of F&A agreement for Grantee & any consort. requesting F&A in file? L.X| 0| O
2. Cost analysis completed (budget justification, etc. adequate)? 2. 3% | O 0

[Use “Remarks” section to explain additional information requested from Grantee.

Show adjustments on budget page or explain in “Remarks.”]
3. Updated other support obtained and acceptable for all key personnel? 3.K | O 0
4, Identifiable CMS Data required? If yes, ensure costs/funds are not included in award. 4. 0|l o >Ef
5. For Competing Continuation, appropriate FSR (___ year) reviewed & in file? SN ;Ef 0
6. Any annualized salaries over Executive Level I salary cap ($186,600 for FY2007 CR)? 6. 0 x| O

If Yes, complete ‘multiyear personnel chart® and adjust budget accordingly. '
F. AWARD
1. Cost adjustments documented in this file and contained in the attached spreadsheet

reflect:

Reviewers’ recommendations ;  PO’s recommendations

GMS’s administrative adjustments __V ; None, awarded as requested :
2. Award negotiated with on ___and above 2.0)|0 ",E(

adJustments discussed. [NOTE: if this award is < 12 months, notify the grantee that

it is only eligible for a no-cost extension of up to the duration of the original project

period.]
3. TERMS OF AWARD (TOA in bold arg required on all/most NGAs):

HHS policy stmt (1% term) ; EAornotEA (—

Cost principles_ | -7 Audit Requirements_ & ;

Other Support __ t~_; Salary Cap __—;

T5 application requirements L~ ; FSR Reqmrements L

SF424 R&R transition " lnqumes

Negotiation of Award - Terms of Cooperation :

Human Subjects ; Program Income :

Need to negotiate F&A rate ;  “Final Year” reports ;

Co-funding ! E-NGA establishment s

Provisional Award 3 12-18 mo bud per interim reports 3

“Spreadsheets” term (grantee can request ss from GMS) ;

Need progress reports more frequently than annually Z

Other reason(s)
4. NGA E-mail notification disabled? For: terms . spreadsheets : 4. 0O y 0

N/A bec. Grantee is not E-NGA enabled ‘(note: use E-NGA TOA).

5. Addresses (PI, Grantee, etc.) confirmed/updated in IMPAC I1? 5.5 0| o
6. IMPAC II Award Worksheet Report signed by FM and in file? 6. _
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Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTION A & B, BUDGET PERIOD 1

* ORGANIZATIONAL DUNS: 0308112690000
* Budget Type: O Project @ Subaward/Consortium
Enter name of Organization: The Brigham and Women's Hospital

* Start Date: 07-01-2007

* End Date: 06-30-2008

Budget Period: 1

A. Senior/Key Person
Prefix * First Name Middle Name * Last Name

1. Dr. Ross Lazarus
Total Funds Requested for all Senior Key Persons in the attached file

Additional Senior Key Persons: File Name:

Suffix

* Project Role

Pl

Base Salary
%)

Cal. Acad. Sum. *Requested * Fringe
Months Months Months Salary ($) Benefits ($)

* Funds Requested ($)

[b)(4); (b)(6)

Mime Type:

Total Senior/Key Person

b)(4);

ENY T k)

B. Other Personnel

* Number of * Project Role
Personnel

Post Doctoral Associates

Graduate Students

Undergraduate Students

Secretarial/Clerical

Xuanlin Hou - Programmer

Jody Senter Sylvia - Information Technology Manager

Total Number Other Personnel

W = =

Cal. Acad. Sum. *Requested * Fringe

* Funds Requested

Months Months Months Salary ($) Benefits ($)
(b)(4); (b)(6)
Total Other Personnel (b)(4);
Total Salary, Wages and Fringe Benefits (A+B) (b)(6)

RESEARCH & RELATED Budget {A-B} (Funds Requested)

Subaward 2
Tracking Number:

Page 51
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Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTIONC, D, & E, BUDGET PERIOD 1

* ORGANIZATIONAL DUNS: 0308112690000
* Budget Type: O Project @ Subaward/Consortium

Enter name of Organization: The Brigham and Women's Hospital

* Start Date: 07-01-2007

* End Date: 06-30-2008

Budget Period: 1

C. Equipment Description
List items and dollar amount for each item exceeding $5,000

Equipment Item

* Funds Requested ($)

1. Dual processor (4 core) SunFire X4300 15,000.00
Total funds requested for all equipment listed in the attached file

Total Equipment 15,000.00
Additional Equipment: File Name: Mime Type:
D. Travel Funds Requested ($)
1. Domestic Travel Costs ( Incl. Canada, Mexico, and U.S. Possessions) 2,500.00
2. Foreign Travel Costs

Total Travel Cost 2,500.00

E. Participant/Trainee Support Costs

1. Tuition/Fees/Health Insurance
2. Stipends

3. Travel

4. Subsistence

5. Other:

Number of Participants/Trainees

Funds Requested ($)

Total Participant/Trainee Support Costs

RESEARCH & RELATED Budget {C-E} (Funds Requested)

Tracking Number: Subaward 2

Page 52 OMB Number: 4040-0001
Expiration Date: 04/30/2008




Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTIONS F-K, BUDGET PERIOD 1
* ORGANIZATIONAL DUNS: 0308112690000
*Budget Type: O Project @ Subaward/Consortium
Enter name of Organization: The Brigham and Women's Hospital

* Start Date: 07-01-2007 * End Date: 06-30-2008 Budget Period: 1

F. Other Direct Costs Funds Requested ($)

1. Materials and Supplies 1,000.00
2. Publication Costs

3. Consultant Services

4. ADP/Computer Services 6,774.00
5. Subawards/Consortium/Contractual Costs

6. Equipment or Facility Rental/User Fees

7. Alterations and Renovations

Total Other Direct Costs 7,774.00
G. Direct Costs Funds Requested ($)
Total Direct Costs (A thru F) 147,654.00
H. Indirect Costs
Indirect Cost Type Indirect Cost Rate (%)  Indirect Cost Base ($) * Funds Requested ($)
1. Modified Total Direct Costs b))
Total Indirect Costs hb)(4)
Cognizant Federal Agency DHHS, Joseph Guarnieri, (212) 264-2069

(Agency Name, POC Name, and POC Phone Number)

I. Total Direct and Indirect Costs Funds Requested ($)

Total Direct and Indirect Institutional Costs (G + H) kb)(4) |
J. Fee Funds Requested ($)
K. * Budget Justification File Name: 476-Budget_Justification_Lazarus.pdf Mime Type: application/pdf

(Only attach one file.)
RESEARCH & RELATED Budget {F-K} (Funds Requested)

Tracking Number: Subaward 2 Page 53 GOME Number:-4016-0001
Expiration Date: 04/30/2008



Principal Investigator/Program Director (Last, first, middle): Lazarus, Ross

RESEARCH & RELATED BUDGET - SECTION A & B, BUDGET PERIOD 2

* ORGANIZATIONAL DUNS: 0308112690000
* Budget Type: O Project @ Subaward/Consortium
Enter name of Organization: The Brigham and Women's Hospital

* Start Date: 07-01-2008

* End Date: 06-30-2009

Budget Period: 2

A. Senior/Key Person
Prefix * First Name Middle Name * Last Name

1. Dr. Ross Lazarus
Total Funds Requested for all Senior Key Persons in the attached file

Additional Senior Key Persons: File Name:

Suffix

* Project Role

Pl

Base Salary
($)

Cal. Acad. Sum. *Requested *Fringe  * Funds Requested ($)
Months Months Months Salary ($) Benefits ($)

(b)(4); (b)(6)

Mime Type:

Total Senior/Key Person (b)(4);
(RN

B. Other Personnel

* Number of * Project Role
Personnel

Post Doctoral Associates

Graduate Students

Undergraduate Students

Secretarial/Clerical

Jody Senter Sylvia - Programmer

Xuanlin Hou - Inofrmation Technology Manager

Total Number Other Personnel

W = =

Cal. Acad. Sum. *Requested * Fringe * Funds Requested
Months Months Months Salary ($) Benefits (%)

(b)(4); (b)(6)

Total Other Personnel b)(4);
Total Salary, Wages and Fringe Benefits (A+B) b)(6)

RESEARCH & RELATED Budget {A-B} (Funds Requested)
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RESEARCH & RELATED BUDGET - SECTION C, D, & E, BUDGET PERIOD 2

* ORGANIZATIONAL DUNS: 0308112690000
* Budget Type: O Project
Enter name of Organization: The Brigham and Women's Hospital

* Start Date: 07-01-2008

@ Subaward/Consortium

* End Date: 06-30-2009

Budget Period: 2

C. Equipment Description
List items and dollar amount for each item exceeding $5,000

Equipment Item

Total funds requested for all equipment listed in the attached file

Additional Equipment: File Name:

* Funds Requested ($)

Total Equipment

Mime Type:

D. Travel

1. Domestic Travel Costs ( Incl. Canada, Mexico, and U.S. Possessions)
2. Foreign Travel Costs

Funds Requested ($)
2,5675.00

Total Travel Cost 2,575.00

E. Participant/Trainee Support Costs

1. Tuition/Fees/Health Insurance
2. Stipends

3. Travel

4. Subsistence

5. Other:

Number of Participants/Trainees

Funds Requested (3$)

Total Participant/Trainee Support Costs

RESEARCH & RELATED Budget {C-E} (Funds Requested)
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RESEARCH & RELATED BUDGET - SECTIONS F-K, BUDGET PERIOD 2

* ORGANIZATIONAL DUNS: 0308112690000
* Budget Type: O Project @ Subaward/Consortium

Enter name of Organization: The Brigham and Women's Hospital

* Start Date: 07-01-2008 * End Date: 06-30-2009 Budget Period: 2

F. Other Direct Costs

1. Materials and Supplies

2. Publication Costs

3. Consultant Services

4. ADP/Computer Services

5. Subawards/Consortium/Contractual Costs
6. Equipment or Facility Rental/User Fees

7. Alterations and Renovations

Total Other Direct Costs

Funds Requested ($)
1,030.00

6,977.00

8,007.00

G. Direct Costs

Total Direct Costs (A thru F)

Funds Requested ($)
136,720.00

H. Indirect Costs

Indirect Cost Type
1. MTDC

Cognizant Federal Agency
(Agency Name, POC Name, and POC Phone Number)

Indirect Cost Rate (%)  Indirect Cost Base ($)

* Funds Requested ($)

(b)4)

Total Indirect Costs

DHHS, Joseph Guarnieri, (212) 264-2069

b)(4)

I. Total Direct and Indirect Costs

Total Direct and Indirect Institutional Costs (G + H)

Funds Requested ($) |

(b)(4)

J. Fee

Funds Requested ($)

K. * Budget Justification File Name: 476-Budget_Justification_Lazarus.pdf

(Only attach one file.)

Mime Type: application/pdf

RESEARCH & RELATED Budget {F-K} (Funds Requested)
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RESEARCH & RELATED BUDGET - Cumulative Budget

Section A, Senior/Key Person

Section B, Other Personnel

Total Number Other Personnel

Total Salary, Wages and Fringe Benefits (A+B)
Section C, Equipment

Section D, Travel

1. Domestic

2. Foreign

Section E, Participant/Trainee Support Costs
1. Tuition/Fees/Health Insurance

2. Stipends

3. Travel

4. Subsistence

5. Other

6. Number of Participants/Trainees

Section F, Other Direct Costs

1. Materials and Supplies

. Publication Costs

. Consultant Services

. ADP/Computer Services

. Subawards/Consortium/Contractual Costs
. Equipment or Facility Rental/User Fees

. Alterations and Renovations

. Other 1

. Other 2

10. Other 3

Section G, Direct Costs (A thru F)

Section H, Indirect Costs

0w 0 ~N O O A W N

Section |, Total Direct and Indirect Costs (G + H)
Section J, Fee

Tracking Number: Subaward 2

Totals ($)

5,075.00

2,030.00

13,751.00

(b)(4); (b)(6)

15,000.00
5,075.00

15,781.00

284,374.00

b)(4)
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BUDGET JUSTIFICATION Q?E'GNMENT NUMBER

Adverse Event Ambulatory Care Surveillance System
Channing Laboratory, Brigham and Women'’s Hospital

Personnel

Fringe benefits are calculated at 35.0% for professionals (M.D.s, Ph.D.s, and other doctoral level degree
holders, excluding post-doctoral fellows), 31.0% for non-professionals (non-doctoral degree holders), and
24.0% for post-doctoral fellows. Salaries are adjusted each year at 3.0% above the previous year’s figures.

Professional Personnel

Ross Lazarus, M.B.B.S., M.P.H, Principle Investigator, 2.4 calendar months.

Dr Ross Lazarus, Director of Bioinformatics at the Channing Laboratory, will be the Pl and will dedicate one
day each week to this project. Dr Lazarus will provide direction and leadership for the programmer-analyst and
the administrative support, meeting with the Project Manager and Programmer-analyst each week to review
progress to date and to discuss and modify the work plan. He will be the technical lead for the project,
providing advice on the design of the overall system, and will ensure that widely adopted infrastructure is used
to enhance application transportability. He will be responsible for specifying the overall design, testing and
development strategy for all application development and play a major role in application testing and
implementation. Dr Lazarus will meet every 2 weeks with staff from the DACP including Drs Klompas and
Campion to ensure that work at the Channing and HVMA are proceeding in an orderly fashion, and to discuss
progress and plan work on the HVMA side.

Non Professional Personnel

(b)(®) Laboratory Manager, 0.30 calendar months. |(b)(6) | Information
Technology Manager, at the Channing Laboratory will be the Project Manager for the Channing subcontract,
maintaining documentation and records of meetings, supervising the Programmer-analyst, ensuring that all
effort and spending are within the budget for the project, and advising on technical aspects of the project as
needed. She will join the weekly meeting with Dr Lazarus and the Programmer-analyst and will meet with the
Programmer-analyst as needed for supervision of the project.

b)(®) Programmer, 8.0 calendar months effort)(6) will be the programmer-analyst, working

under the supervision of the Project manager and the technicarl direction of the Pl. Ms((b)(6]will be responsible
for detailed documentation and system design, database design, programming of the application software and
web application, and all testing. Ms[(b)(6) will meet regularly each week with Dr Lazarus and Ms
and individually with other team members as needed, and will spend time as needed to maintain the
application server installed at HVMA using a workstation in the DACP.

(b)(8) | Administrative Assistant, 0.30 calendar months. Mr. [0)(®) | will assist Dr. Lazarus and the Study
Team with preparation of human subject protocols, annual reviews, and manuscript preparation. He will
prepare progress reports and facilitate communication between the laboratories involved in the project.

Equipment

1. A dual processor (4 core) SunFire X4300 with 10TB of disk storage will be required for the project. This will
be purchased and initially configured at the Channing Laboratory and installed behind the HVMA firewall in the
secured HVMA computer facility.

Total Equipment (Year 1): $15,000
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Supplies

1. Funds in amount of $1000 are requested annually with 3% increase to cover the office and computer
supplies necessary to conduct the study.

Total Supplies (Year 1): $1,000
Travel

1. Dr. Lazarus will travel to the scientific meeting. Per-trip cost will be $2,500 with 3% annual increase.

Total Travel Expenses (Year 1): $2,500

Other Expenses — Computing

The Channing Laboratory computer facility provides access to two components: UNIX based system for data
storage and analysis and; System support for desktop network of PCs. Charges for each component is based
on FTE effort on each grant. Channing Laboratory computing infrastructure will be used for all development
and testing, and Channing web server and web services infrastructure will provide the primary site for software
and documentation distribution. All current research grants at the Channing pay a fixed annual contribution per
FTE to the computing budget. The fee has been a component of every NIH grant submitted from the Channing
over the past 5 years, and has always been accepted by NIH reviewers to date. The Channing Laboratory
computer facility provides access to Linux and Solaris based servers for centralized authentication, email,
security, audit, automated backup and recovery, web servers, data storage and analysis. The Channing
computer system includes a grid of more than 20 Sun servers and blades (including two 4 CPU and one 8 core
main servers) and a 12TB SAN, three Oracle (2 production and 1 development) Sunfire v440 and Sun
Enterprise 450 servers, and a 32 CPU Linux cluster, together with duplicated failover Sun server redirectors
and multiple redundant backend web servers. Each individual study contributes to the overall costs of the
UNIX based data storage and analysis component. Current annual costs for system administration, data
storage and processing including software licenses (such as the EMC Legato backup suite, Veritas Foundation
Suite, SAS and SPlus statistical packages), security auditing and administration, automated backup systems,
software programming and hardware maintenance, and planned replacement of obsolete hardware are more
than $600,000 for approximately 250 users in 35 projects in areas of chronic disease epidemiology, respiratory
epidemiology, pharmacoepidemiology, and statistics. Each study is charged on an as per FTE basis at a rate
of $4,013 per FTE. 0.917 FTE @ 4,013 = $3,679. The annual increase of 3% has been applied for the
following year.

PC Desktop system support. The Channing computer system operates a network of desktop computers for
investigators to use in their daily work activities. Services supported include word processing, graphical
presentations, and spreadsheets. The costs of maintaining the network include software licenses, service
contracts on desktops and printers and personnel to maintain the hardware as well as replacement of obsolete
equipment. Annual costs are $300,000 serving 90 users within the Channing Laboratory at 181 Longwood
Avenue. Each study is charged on a per FTE basis at a rate of $3,377 located at 181 Longwood Avenue. 0.917
FTE @ 3,377 = $3,096. The annual increase of 3% has been applied for the following year.

Total Other Expenses — Computing (Year 1): $6,774
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PHS 398 Cover Page Supplement

OMB Number: 0925-0001
Expiration Date: 9/30/2007

1. Project Director / Principal Investigator (PD/PI)

Prefix: [Dr. | * First Name:| Ross |
Middle Name{ |

* Last Name: |Laza[us I
Suffix: |
* New Investigator? ®No OYes
Degrees:  [MBBS | [MPH [ViVed

2. Human Subjects
Clinical Trial? @®No OYes

* Agency-Defined Phase Ill Clinical Trial? (ODNo OYes

3. Applicant Organization Contact

Person to be contacted on matters involving this application

Prefix: | | * First Name:[Barbara |
Middle Name1 |

* Last Name: |Richard |
Suffix: [ |

* Phone Number{617-509-8950 | Fax Number]617-509-9859 |

Email:[Research_Admin@hphc.org |

" Title: | Director, Office of Sponsored Programs

* Street1: [133 Brookline Ave, 5th Floor |

Street2: | |
* City: | Boston

County: [ |
* State:  [MA: Massachusetts |

Province: | |
* Country: * Zip / Postal Code: [02275
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PHS 398 Cover Page Supplement

OMB Number: 0925-0001
Expiration Date: 9/30/2007

4. Human Embryonic Stem Cells

* Does the proposed project involve human embryonic stem cells? ®No OYes

If the proposed project involves human embryonic stem cells, list below the registration number of the
specific cell line(s) from the following list: http://stemcells.nih.gov/regisiry/index.asp . Or, if a specific
stem cell line cannot be referenced at this time, please check the box indicating that one from the registry will be used:

Cell Line(s): [ Specific stem cell line cannot be referenced at this time. One from the registry will be used.
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PHS 398 Research Plan

1. Application Type:

From SF 424 (R&R) Cover Page and PHS398 Checklist. The responses provided on these pages, regarding the type of application be-
ing submitted, are repeated for your reference, as you attach the appropriate sections of the research plan.

*Type of Application:

@ New (O Resubmission () Renewal (D Continuation () Revision

2. Research Plan Attachments:

Please attach applicable sections of the research plan, below.

1. Introduction to Application I |
{for RESUBMISSION or REVISION only)

2. Specific Aims |5629-ESP_VAERS_Specific_Aims.pdf |
3. Background and Significance |13128-ESP_VAERS_Background.pdf |
4. Preliminary Studies / Progress Report |5365-ESP_VAERS_Preliminary Studies.pdf |
5. Research Design and Methods |[6185-ESP_VAERS_Research_Design.pdf |

6. Inclusion Enrolliment Report I |

7. Progress Report Publication List | |

Human j ion

Attachments 8-11 apply only when you have answered "yes" to the question "are human subjects involved” on the R&R Other Project Information
Form. In this case, attachments 8-11 may be required, and you are encouraged to consult the Application guide instructions and/or the specific
Funding Opportunity Announcement to determine which sections must be submitted with this application.

8. Protection of Human Subjects [122-ESP_VAERS_HumanSubjects_Protection.pdf |
9. Inclusion of Women and Minorities |6606-ESP_VAERS_Women_Minoroties.pdf |
10. Targeted/Planned Enroliment Table [6377-ESP_VAERS_Targeted_enroliment.pdf ]
11. Inclusion of Children [4686-ESP_VAERS _Inclusion_Children.pdf |

Other Research Plan Sections

12. Vertebrate Animals [ ]

13. Select Agent Research [ |

14. Multiple Pl Leadership | |

15. Consortium/Contractual Arrangements [ |

16. Letters of Support [4730-ESP_VAERS LOS.pdf |

17. Resource Sharing Plan(s) | |

18. Appendix
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A. SPECIFIC AIMS

Routine vaccination is a cornerstone of modern primary preventative care in the ambulatory setting,
and has dramatically decreased many serious diseases among Americans of all ages, races, and genders.’
However, vaccines occasionally cause important adverse effects that are only discovered after widespread
use. The continued public health success of comprehensive vaccination efforts depends on building and
maintaining public confidence in vaccine safety. Public and professional trust in vaccination programs can
be assured with rigorous and complete post-marketing surveillance systems, to ensure that rare and
unexpected adverse effects are rapidly identified. The Centers for Disease Control and Prevention (CDC)
and the Food and Drug Administration (FDA) have created the Vaccine Adverse Event Reporting System
(VAERS) so clinicians and patients can report possible adverse events. VAERS relies on clinician initiative
to spontaneously document suspected adverse events. There are few incentives for busy clinicians, and no
widespread, automated mechanisms supporting uniform and complete detection and electronic reporting of
adverse events to VAERS. Consequently, the utility of VAERS data is diminished by substantial physician
under-reporting, and by incomplete documentation of reported adverse event cases.?

The Institute of Medicine and the Agency for Healthcare Research and Quality have advocated the
use of health information technology to improve the monitoring and detection of adverse events in
healthcare.®* Electronic medical record (EMR) systems offer an exciting and increasingly available
opportunity for low cost access to comprehensive clinical data, clinician interfaces, and electronic
communications, potentially supporting the automated identification and reporting of adverse events. Our
goal is to create a generalizable system to facilitate detection and clinician reporting of vaccine
adverse events, in order to improve the safety of national vaccination programs. We will achieve this
by extending the Electronic Support for Public health (ESP) system recently deployed by our group. ESP is
a portable, generalizable, integrated information system that scans electronic ambulatory encounter data
each day, to identify patients with notifiable diseases, and electronically report cases to public health
authorities. We will modify ESP to perform near real-time safety monitoring and electronic VAERS reporting
for all vaccines administered in an ambulatory care setting. Specifically, we propose:

Aim 1: Identify required data elements, and develop systems to monitor ambulatory care electronic
medical records for adverse events following vaccine administration.

Aim 2: Prepare, and securely submit clinician approved, electronic reports to the national Vaccine
Adverse Event Reporting System (VAERS).

Aim 3: Comprehensively evaluate ESP:VAERS performance in a randomized trial, and in
comparison to existing VAERS and Vaccine Safety Datalink data.

Aim 4: Distribute documentation and application software developed and refined in Aims 1 and 2
that are portable to other ambulatory care settings and to other EMR systems.

This proposal builds on our group’s nationally recognized leadership in querying electronic health
databases for vaccine and medication adverse events, and in the design and implementation of large-scale
electronic systems for near real-time public health surveillance using ambulatory care EMR data. The
development of adverse event detection algorithms will be informed by our experience as one of CDC’s
eight national Vaccine Safety Datalink sites. We will also draw on our expertise as an AHRQ and FDA
sponsored Center for Education and Research in Therapeutics with a proven track record in querying
managed care databases to explore medication adverse effects. The robust electronic surveillance and
reporting system we create will be built on our currently deployed ESP framework. ESP:VAERS will be
implemented and tested in collaboration with the same multi-site, multi-specialty medical practice with over
500,000 patients, where ESP is already deployed. The health care information systems we propose will
lead to better measurement of the safety profile of vaccines, and improve available measures of the quality
and safety of existing and future vaccination programs in health care.
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B. BACKGROUND & SIGNIFICANCE

B.1. Importance of vaccines and their safety for public health

Vaccines have been instrumental in the near elimination of diseases that once afflicted hundreds of
thousands of Americans.® The United States has vigorously pursued a program of universal immunizations
for more than fifty years. In 2005, more than 95% of children entering kindergarten had been immunized
against at least ten different pathogens® and the list of disease targets is constantly expanding. Within the
last year alone, the Advisory Committee on Immunization Practices broadened its recommendations to
include three new vaccines (rotavirus, human papillomavirus, and Herpes zoster) and broader use of
existing vaccines (varicella acellular pertussis, and influenza).”®’ More than 200 million vaccine doses are
administered each year.® Public health preparedness for the control of potential pandemic outbreaks of
rapidly evolving organisms such as H5N1 influenza, hinges on a capacity to quickly deliver millions of doses
of new vaccines.

While vaccination forms a cornerstone of modern public health by preventing many of the once
common and dangerous infectious diseases, there is a small risk of adverse effects after vaccination. Since
the majority of vaccines are given to healthy children and adolescents, there is a widespread and
reasonable expectation that the risks of routine vaccination should be as small as possible. The continued
quality and effectiveness of immunization programs depends heavily on public and professional confidence
in vaccine safety. Accurate safety profiles of vaccines are crucial to guiding patients, parents, clinicians and
policy makers on the rational approval, marketing, and use of specific vaccines.

B.2 Vaccine safety and adverse events

New medicines and vaccines undergo rigorous, mandatory evaluation by the Food and Drug
Administration (FDA) prior to approval. These studies are typically limited to selected, healthy subjects and
have relatively low statistical power for detecting very rare adverse effects. Consequently, the true safety
and adverse effect risk profile of vaccines only becomes apparent after FDA approval, when the agent is
administered to large numbers of patients. Unexpected adverse effects of vaccines that only came to light
after broad post-approval deployment have included intussusception associated with rhesus-human
rotavirus vaccine, myopericarditis associated with smallpox vaccine, alopecia associated with hepatitis B
vaccine, and seventh cranial nerve palsies associated with intranasal influenza vaccine.'®™® In addition,
since vaccines are biological agents there is constant risk of manufacturing batch specific variability that
may affect large numbers of patients exposed to a specific lot."*'> The fundamental importance of
robust safety surveillance systems to detect post-marketing adverse effects of vaccines arises as a
consequence of their widespread use, their central importance to public health, and well-recognized
limitations of pre-approval trials. Current systems for gathering, integrating, and studying post-marketing
safety data are insufficient to fully satisfy the needs of patients, parents, clinicians and policy makers .

B.2.1 Passive surveillance systems for vaccine related adverse events: The CDC and FDA rely heavily
on passive surveillance systems to identify unsuspected adverse effects of approved products. The
Vaccine Adverse Event Reporting System (VAERS) accepts spontaneous reports from clinicians,
pharmaceutical companies, and the public. The companion system for drugs is AERS, the Adverse Event
Reporting System. In addition to mandatory reporting of specific events by manufacturers, VAERS and
AERS rely upon clinician initiative to spontaneously report possible adverse events via telephone, fax, or
internet notification form either directly to VAERS/AERS, or to manufacturers who are required to report on
their behalf. Since there are few incentives for busy physicians to submit these reports, information capture
by VAERS and AERS is idiosyncratic and case documentation may be incomplete.? CDC officials estimate
that the completeness of reporting varies widely. Well-described, serious events such as paralytic disease
after oral polio vaccine might be reported more than 60% of the time,'® while fewer than 5% of cases of less
commonly known, but nonetheless severe events, such as idiopathic thrombocytopenia after measles-
mumps-rubella vaccine or hypotonic-hyporesponsive episodes after diphtheria-tetanus-pertussis vaccine'®
might be reported. For drugs, officials estimate that only about 1% of adverse reactions are reported to
AERS." Moreover, many VAERS reports are poorly documented particularly with regard to vaccine lot
number and precise date of administration. The lack of reliable and complete adverse effect case
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descriptions and counts is mirrored by paucity of data on the precise number of patients exposed to each
vaccine, making it impossible to reliably estimate adverse event incidence rates from the currently available
passive surveillance systems.

B.2.2 Surveillance using ambulatory care data: Large medical practices using electronic medical record
(EMR) systems offer an exciting and relatively low-cost opportunity to improve adverse event surveillance
by automated processing of coded EMR data, with electronic tools to systematically monitor a defined
population. The Institute of Medicine has specifically advocated that the FDA take advantage of large
automated healthcare databases to improve post-marketing surveillance of pharmaceuticals.® CDC'’s
recognition of the value of large databases covering defined population led to the creation of the Vaccine
Safety Datalink (VSD) project in 1990."® Our research group has participated in the VSD since 2000. VSD
investigators prospectively gather vaccination and medical encounter information using a common protocol
from eight health maintenance organizations distributed around the country, including our own. Data
collected by VSD is regularly surveyed for associations between vaccines and a shortlist of defined, serious
adverse events as well as to explore novel vaccine safety hypotheses.? VSD analyses have helped confirm
the improved safety profile of the new acellular pertussis vaccine and the low likelihood of an association
between the meningococcal conjugate vaccine and Guillain-Barré syndrome.”®'® However, VSD is an
extremely resource intensive research collaboration that is never intended to be extended beyond the 3% of
the U.S. population that it currently covers. VSD uses a combination of claims and EMR data but most
other extant U.S.-based large databases that have been used to evaluate safety hypotheses primarily rely
upon insurance claims.

B.3 Opportunities to improve adverse event surveillance

We hypothesize that EMR systems offer three potential synergies for existing passive and claims
based systems: 1) EMRs have access to much richer data streams, including vital signs and laboratory test
results, 2) EMR data streams are updated in real-time, permitting more timely adverse event detection
compared to claims databases, and 3) EMR systems can query the relevant care provider, regarding
specific events in near-real time, adding further richness and specificity to adverse event detection. As with
claims data, EMR systems servicing defined populations can record population level vaccine exposure in
order to enable calculation of adverse event incidence densities, rather than simply counts. EMR systems
are in increasingly widespread use, particularly in larger group practices, so a generalizable and portable
automated adverse event surveillance approach based on existing EMR systems offers the possibility of
quickly ramping up surveillance for adverse effects to millions of exposed patients at relatively low marginal
cost.

B.3.1 Frameworks and components to support EMR based adverse event surveillance: Vaccine
safety surveillance would be greatly strengthened by automated systems that monitor coded EMR data from
ambulatory encounters in near real-time in order to detect possible vaccine adverse events, seek clinician
confirmation, and facilitate immediate electronic reporting to VAERS. Such systems will need vaccine
adverse event detection algorithms such as those developed by our group for VSD, and algorithms
developed by other investigators to survey ambulatory encounter electronic medical records for possible
medication adverse events.?®?" By fusing electronic algorithms to detect possible cases with clinician
review, it may be possible to overcome the two major limitations of extant, purely automated adverse event
detection models: limited capability to capture idiosyncratic events, and the high false positive rate of purely
rule-based systems.?"® A web-based semi-automated work-flow system that facilitates a clinician review
and approval step before transmission of case details, has recently been deployed in a notifiable disease
reporting system described below (see C.2.2). Convenient, automated support systems are likely to
substantially improve clinician case reporting rates as well as report completeness, and report reliability.
Electronic messaging is a core requirement for large scale, systematic data collection, and CDC is currently
working to introduce electronic VAERS messaging to the nation. CDC contractors have created an
infrastructure for VAERS to accept electronic reports. Currently, one pilot site is working to develop EMR
interfaces to send VAERS reports. The CDC’s Immunization Safety Office is enthusiastic about leveraging
our group's experience creating and securely transmitting electronic health messages in order to refine the
development, implementation, and activation of their new capacity to accept electronic reports (see letter of
support from Dr. Robert Davis of CDC).
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B.3.2 Frameworks and components available for EMR based adverse event surveillance: Our
proposal builds on the work of our CDC-supported Center of Excellence in Public Health Informatics (CDC
P01 CD000260-02). The Electronic Support for Public health (ESP)** system already created by our group
provides an existing, stable EMR data base, regularly refreshed with data extracted from a commercial
EMR system (see Figure 1). All ambulatory care records are analysed for cases of notifiable communicable
diseases and secure electronic reporting of cases to public health authorities is currently operating. The
ESP architecture already implements many desirable features required for vaccine safety surveillance
described above, as it efficiently loads, and consolidates, all relevant ambulatory care EMR encounter data
into an independent database. The purpose of this database is to remove additional load from the host
EMR system, analyze encounter data for conditions of interest, and then securely communicates its findings
to an external authority. The ESP system is currently deployed in a large multi-specialty physician practice
with over 400,000 patients, but has been specifically designed to work with any EMR system capable of
exporting demographic, diagnostic, laboratory, and prescription records in an agreed format on a regular
basis (see Figure 1).

Our group has also built a prototype computer-assisted vaccine adverse event elicited surveillance
system for pediatric vaccines. The existing system electronically flags every child who is given a vaccine. |f
the child presents for further care within 14 days of immunization and is given a diagnostic code that is not
on an exclusion list of benign diagnoses, the EMR automatically queries the child’s clinicians as to whether
they think the new presenting condition could be related to the child’s recent vaccine. Clinicians who
answer in the affirmative are invited to submit a pre-populated paper report to VAERS via facsimile.*® We
plan to transfer this work to the ESP platform in order to: 1) expand the coverage of the system to include all
vaccines administered rather than just routine pediatric vaccines, 2) increase the sophistication of adverse
event detection by incorporating more data streams for analysis, 3) make the vaccine adverse event
detection and reporting generalizable beyond the proprietary EMR system in which the prototype currently
resides, and 4) take advantage of ESP’s ability to construct and send HL7 messages so as to begin
automatic electronic reporting to VAERS.

B.4 Summary

The urgent need to develop comprehensive and automated methods to improve systematic
surveillance and reporting of adverse effects from vaccines is widely recognized. Adding value to existing
ambulatory care EMR data streams offers a practical and efficient means to survey large numbers patients.
Expanding the algorithms of the existing ESP system in order to perform adverse event monitoring after
every vaccination can be achieved at relatively low marginal cost, and could be quickly generalised to
multiple large group practices to provide national coverage of millions of patients in a relatively short time
frame. Creating a fully functional EMR based system that transparently identifies vaccine adverse events,
prompts clinician input for those that require individual judgment, and automatically submits secure
electronic reports when indicated, would be a substantial contribution to the safety of vaccination in
ambulatory care. Testing such a system’s performance against the CDC’s Vaccine Safety Datalink, the
nation’s gold standard vaccine adverse event surveillance system, would provide objective benchmarks and
validation. While it may seem ambitious to propose that such a system could be fully operational by the end
of the grant period, a substantial portion of the infrastructure including the EMR data interface, database
backend, case management web application prototype, and HL7 libraries, is already deployed. Attached
letters of support demonstrate widespread recognition of the value and importance of the work that we
propose, willingness and commitment to collaborate with us, and confidence in our capacity to deliver. The
ESP design described below is adaptable to any modern EMR system, so if our deliverables are freely
available, flexible, and reliable, the systems we propose are likely to be in sustainable, widespread use, and
under ongoing development long after the end of the requested funding period.
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C. PRELIMINARY STUDIES

The capacity of the team assembled for this project to successfully undertake the research proposed is
illustrated using specific examples and preliminary data from current research collaborations. Relevant
research in drug safety and vaccine adverse event detection using large claims-based databases,
syndromic surveillance and reporting using ambulatory care EMR data, notifiable disease detection and
reporting using ambulatory care EMR data, and computer-assisted clinician-endorsed reporting of vaccine
adverse events within an EMR system are described. This is followed by a summary of some specific
technical issues underlying the large scale, transportable software systems we developed to support these
systems, highlighting specific examples of standards, informatics, engineering, methods and tools.

C.1 Research and collaborations on drug and vaccine safety using integrated
EMR and claims based databases

C.1.1 Center for Education and Research in Therapeutics (CERT)

The Center for Research and Therapeutics (CERT) is a national initiative authorized by the FDA
Modernization Act of 1997 and administered by the Agency for Healthcare Research and Quality (AHRQ) in
consultation with FDA to increase awareness of the benefits and risks of new, existing, or combined uses of
therapeutics through education and research. The HMO Research Network (HMORN) is a consortium of 15
healthcare delivery systems that work collaboratively to conduct research in the public interest.?®?” The
HMORN CERT was established in 2000 under the leadership of ESP:VAERS co-investigator Dr. Richard
Platt, in order to conduct population-based investigations and activities relevant to therapeutics in
accordance with the national CERT program. Our center has substantial expertise conducting
pharmacoepidemiologic and drug safety research using administrative claims and medical encounter
data.”™'®?*** The HMORN CERT holds an FDA contract to perform post-marketing drug safety and
utilization studies to support regulatory decision-making (FDA HHSF223200510010C) and has close ties to
the CDC Vaccine Safety Datalink (VSD — see section C.1.2), for which Dr. Platt is site-P| at Harvard. The
HMORN CERT and VSD are currently collaborating to adapt the VSD rapid cycle surveillance methods from
vaccines to drugs (see Section C.1.3). In addition, the FDA and CDC are jointly funding work on the
development of capacity for near real-time evaluation for serious rare adverse reactions after influenza
vaccination with the goal of supporting regulatory decision making if/when a pandemic influenza vaccine
becomes widely used. This work was recently highlighted by the FDA in its response to the Institute of
Medicine’s 2006 report on improving drug safety throughout a product’s lifecycle.** The HMO Research
Network CERT fully endorses the development of ESP:VAERS (see letter of support from HMO Research
Network and National CERTS).

C.1.2 Vaccine Safety Datalink Project

CDC initiated the Vaccine Safety Datalink Project (VSD) in 1990 to improve the nation’s assessment of
vaccine safety through active surveillance.' VSD uses automated, large linked databases from 8 health
maintenance organizations (HMO) or multispecialty provider groups covering approximately 3% of the US
population to evaluate vaccine safety. VSD’s population-based system allows for follow up investigation of
VAERS signals via rigorous epidemiological studies, and for calculation of incidence rates of adverse
events. Four VSD sites include data from all age groups. The other four sites, including ours, only include
data on children less than 18 years of age. Harvard joined the VSD in 2000 under the leadership of Dr.
Richard Platt as Principal Investigator. Dr. Platt is a co-investigator on this ESP:VAERS proposal.
Harvard's VSD data files include automated demographic, vaccination, and inpatient and outpatient
encounter data, enrolment, and claims data from 1991-2005 on 223,263 children ages 0-17 years that have
been part of the Harvard Vanguard Medical Associates (HVMA) population. HVMA was a precursor
organization to HealthOne, the system in which ESP:VAERS will be developed and tested. Our site has led
VSD studies to assess adverse events related to multiple vaccinations, the impact of changes in the
childhood immunization schedule on vaccination coverage, and the incidence of outpatient visits that are
associated with influenza among young children, among others.*>*” We participated in a multi-site study on
the association between thimerosal exposure from vaccines and neuro-developmental outcomes in
children, and we currently participate in a case-control study of the association between thimerosal
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exposure and autism spectrum disorders. We are leading a study on the validation of codes used to identify
seizures, and studies on the safety of meningococcal conjugate vaccine and influenza vaccine.

C.1.3 Rapid Cycle Analysis Vaccine Safety Surveillance

The VSD Rapid Cycle Analysis Project (RCA) builds upon the VSD infrastructure by producing weekly
aggregate data files from the VSD dynamic data files, and analyzes them for pre-specified adverse
outcomes by comparing observed and expected rates of serious adverse events.> RCA utilizes maximized
sequential probability ratio testing (maxSPRT) as a signal detection mechanism for serious, rare
outcomes.”™ This sequential analysis methodology enables near-continuous looks at the data while
minimizing false positive signals. Signals detected by RCA must then be investigated further via chart
review and/or systematic epidemiological studies. The Harvard VSD site serves as the rapid cycle analysis
(RCA) data coordinating center, in conjunction with CDC and the Northern California Kaiser VSD site. The
Harvard VSD Team currently leads an RCA study on meningococcal conjugate vaccine and supports an
RCA study on rotavirus vaccine. As the RCA data coordinating center, we support protocol development
and preliminary analyses for sequential analysis of new vaccines, including measles-mumps-rubella-
varicella, TdaP, Herpes zoster and human papillomavirus.

C.1.3.2. Ongoing RCA Studies: Our current RCA studies have examined outcomes potentially associated
with Menactra® (meningococcal conjugate vaccine) since May 2005, and RotaTeq® (pentavalent rotavirus
vaccine) since May 2006 using data from 7 of the 8 VSD sites. Pre-specified outcomes for the Menactra
analyses are Guillain-Barré Syndrome, facial paralysis, thrombocytopenia and seizure within 42 days of
vaccination in adolescents aged 11 to 17.99 years of age. Pre-specified outcomes for the RotaTeq®
analyses are intussusception, gastrointestinal bleeding, meningitis and encephalitis, myocarditis, gram-
negative sepsis and seizure within 30 days of vaccination in children from 4 to 52 weeks of age. To date,
we have analyzed 144,432 visits following Menactra® vaccination and 20,511 visits following RotaTeq®
vaccination. Preliminary analyses have not detected a signal indicating an increased risk for any of the pre-
specified outcomes for either of these vaccines.

C.1.3.3 Expansion of RCA to assess drug safety: synergies between CERT and RCA: HMORN CERT
investigators, including Drs. Platt and Brown, are working with the VSD investigators to develop and
implement a prospective drug safety surveillance system based on the sequential testing methodology
(maxSPRT) developed by VSD for rapid cycle vaccine safety surveillance.'®*** To test the methodology in
drug safety, we first identified the key drug safety methodological and implementation challenges beyond
those encountered in vaccine safety studies and then performed a retrospective evaluation of maxSPRT to
identify known adverse drug reactions under conditions similar to real-time monitoring. The key challenges
in conducting drug safety surveillance beyond those in vaccine safety include the need to define patterns of
medication use (e.g., new, chronic, intermittent); allowance for misclassification of exposure due to
suboptimal adherence to therapy; and adjustment for comorbidities, disease severity, and concurrent
medication use. In addition, because drugs treat specific conditions, the pool of users for a new medication
is limited and unique and users may differ from non-users in important ways, both observable and
nobservable. Other complications of drug safety studies include use of a drug for multiple indications, off-
label drug use, and potential differences between early and late adopters. Our experience in addressing
these unique drug safety problems will be crucial in supporting our long-term plans to expand ESP:VAERS
to incorporate drug safety surveillance.

C.1.3.4 ESP:VAERS and RCA synergies: We envision ESP:VAERS as complementing rather than
replacing RCA. RCA has proven to be a valuable tool to assess vaccine safety routinely and in near real-
time, and includes claims data that are not available in ESP:VAERS, covers a larger population than
ESP:VAERS, and is geared to population level systematic surveillance rather than creating individual case
reports. RCA does not, however, obtain clinicians’ assessments of individual events or supplemental
information from them as ESP:VAERS will be able to do while their recollection of the case is still fresh. In
addition, ESP:VAERS includes identifiable health information and real-time messaging capability to enable
immediate submission of case reports to VAERS. Finally, ESP:VAERS is designed to be portable and
easily scalable to new practice sites whereas the VSD activities are limited to its current eight centers.
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C.2 Research in syndrome, notifiable disease, and vaccine adverse event
detection and reporting using EMR systems

C.2.1 Notifiable disease surveillance in EMR and secure reporting
Electronic medical record Support for

Figure 1: Overview of the ESP project Public health (ESP)** is the EMR monitoring
system we have created for notifiable disease

I | EMR 4 Pgblic :*ea“th detection and reporting in Massachusetts as part
EMR 3 cpatimen of our CDC supported Center of Excellence in
[T Public Health Informatics. This system receives a
EpicCare EMR /? daily extract from the unified EMR system of
TR 1] Healt_hOrje, a 500,000 patient multi-special'_[y
Ml practice in the greater Boston area, as shown in

[ Figure 1. The daily extract includes

ﬁ comprehensive data from every patient

encounter at HealthOne over the preceding 24

e itk hours including patient demographics, visit type,
niform files Identify Notifiable vital signs, diagnostic codes, laboratory orders
|__ESPReader | > Coses and  results,  medication  prescriptions,
I ESP Datamart immunization details, and pregnancy status. As

indicated in the top left quadrant of Figure 1, any

EMR system able to regularly extract data as text
files in the required format for the current ESP Reader could be used in place of the HealthOne EpicCare
EMR system. ESP analyzes this data for evidence of notifiable diseases that clinicians are mandated by
state law to report to the Department of Public Health. Taking the case of Pelvic Inflammatory Disease
(PID) as an example, ESP scans extracted EMR data for encounters with an ICD9 code for PID and a
positive genetic probe for Chlamydia trachomatis within a 30-day window. When a case is detected, ESP
assembles an HL7 message and securely transmits it to the Massachusetts Department of Public Health.
The message contains the patient’'s name and demographics, the detected condition, treatment prescribed,
pregnancy status, and clinical symptoms.

As illustrated in Figure 1, ESP is decoupled from the host EMR system and runs on a separate
server, allowing for the following advantages: 1) ESP is readily adapted to different host EMR systems,
making it portable, 2) the analytical computational load is offloaded from the clinical EMR system to
minimize interfering with routine operation, and 3) we are able to modify our disease detection algorithms
without requiring EMR platform-specific programming or asking over-burdened health-plan IT staff to
regularly implement new algorithms on our behalf. The database is secured inside the health plan IT
infrastructure, ensuring that the same confidentiality and proprietary protections apply to these data as to all
other clinical information they protect.

Table C.2 Comparison of Chlamydia, gonorrhea, and PID cases At present, ESP detects and
retrospectively identified by ESP algorithms versus manual reports from | reports cases of chlamydia,
HVMA, 2000-2004. _ gonorrhea, and PID. The algorithms
g‘a““g' ESP Algorithms used to detect these diseases were
. BPONS validated by applying them to a five
ghlamyhdua ;’06229 ;58124 year historical cohort of data from
AHOIN GG . HVMA (a subset of HealthOne
Pelvic Inflammatory Disease | 1 74

patients). Case detection by ESP
was compared to the number of cases manually reported to the Massachusetts Department of Public Health
during the same historical period. Despite the fact that HVMA employed dedicated infection control
personnel to find and report notifiable diseases during the test period, ESP algorithms consistently detected
more cases than had been manually reported (see Table C.2). This was especially striking in the case of
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PID, a disease that can be very challenging to diagnose, and hence difficult for non-clinician infection
control practitioners to identify for reporting.

C.2.2 Distributed syndromic surveillance from EMR: The CDC funded National Bioterrorism Syndromic
Surveillance Program (NBSSP), led by Drs. Platt and Lazarus, demonstrated the potential utility of
ambulatory care EMR for real-time public health surveillance in 2001 (CDC: UR8/CCU115079-08/2).4%4°
The project gathers data from 6 health plans and large group practices across 5 states in collaboration with
local health departments to detect localized disease outbreaks and to facilitate rapid public health authority
follow-up of clusters of illness suggestive of a potential event of public health importance.”’ Data are
extracted nightly on patient encounters occurring during the previous 24 hours at each of the participating
data provider sites from a variety of EMR systems, and processed with software written, supported and
distributed by the data center. Office visits or telephone encounters with diagnostic codes corresponding to
syndromes of interest are counted; repeat encounters are excluded. Only de-identified daily counts of
syndromes by zip code are transferred to the data center where they are statistically analyzed for unusual
clustering by using a model-adjusted SaTScan.*' The CDC PHIN-MS secure messaging software is used to
transfer counts from each data provider to the data center.”® Statistical results and the count data are
available to authenticated users on a secured website maintained by the data center
(http://btsurveillance.org).

NBSSP is a distributed system, where identifiable, patient-level information stays at the originating
health-care organization unless required by public health authorities, thus minimizing the risk of inadvertent
disclosure of protected health information.*® If a cluster of syndrome counts surpasses a threshold of
statistical aberration chosen by the corresponding public health department, an electronic alert is sent. In
Massachusetts, when an agreed threshold has been exceeded, the system automatically sends an
electronic alert to the state Health Alert Network, where it is automatically routed to the appropriate public
health officials. The system is flexible, allowing for changes in participating organizations, syndrome
definitions, and alert thresholds. The statistical results and automated alerts are usable by local and national
health agencies and the software has been built using freely distributable software infrastructure that can
run on both Linux and Windows operating systems. Both CDC and state/local health authorities are full
partners in the development, implementation, and evaluation of this system.

C.2.3 Computer-assisted, clinician-verified vaccine adverse event surveillance integrated into a
proprietary EMR system: As part of the VSD, we initiated an elicited surveillance and reporting system of
pediatric vaccine adverse events within the HealthOne EMR EpicCare system.”> The purpose of this
system was to flag potential vaccine adverse events for the clinician and to facilitate reporting of these
events to VAERS. We designed this system to overcome some of the limitations of passive reporting,
including underreporting and incomplete reports. Our system improves upon completely automated
reporting systems in that it asks clinicians to consider conditions as potential vaccine adverse events, and
facilitates reporting by providing clinicians with the option to have a pre-populated report faxed to VAERS.

C.2.3.1 Implementation: When a clinician enters a diagnosis into the EMR during an office visit or
telephone encounter within 14 days following any pediatric vaccination, an alert appears within the EMR. It
presents information on the vaccine and the outcome to the clinician, allows the clinician to provide
additional details, and simplifies reporting by allowing the clinician to request that a report be submitted to
VAERS. If the clinician chooses to submit a report, an electronic file is automatically sent to a designated
HealthOne clinician who prints it and submits it via facsimile to VAERS. In order to capture unanticipated
types of adverse reactions, alerts were presented for all diagnoses unless they appear on an “exclusion list”
of ICD-9 diagnosis codes that we categorized as being relatively common and/or very unlikely to be vaccine
adverse events. We included relatively common diagnoses on this list to minimize the number of alerts sent
to clinicians.

C.2.3.2 Preliminary Data: During five months, a total of 33,420 pediatric vaccinations were administered
during 14,466 encounters. There were 5,914 follow-up contacts by vaccines within 14 days of the
vaccination visits; 686 (11.6%) generated an alert. Clinicians submitted VAERS reports for 23 of these (0.69
per 1,000 immunizations). Our system has proven useful within HealthOne as clinicians have continued to
use it as part of routine practice. However, it is based in a proprietary EMR system, and thus is not easily
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portable to other EMR systems at other institutions. In addition, we utilized an electronic-to-paper method
to avoid the resource investment that would have been required to establish a PHIN-MS compliant
messaging system that would allow fully electronic reporting from the EMR to VAERS.

C.3 Informatics supporting data abstraction, analysis, and communication of

EMR data for public health surveillance and reporting

Our team has a long track record of successful collaboration, as indicated in the major informatics
achievements mentioned above, and the Pl has wide experience integrating and supervising component
activities and of collaboration with co-investigators. This will ensure that the end results are not only sound
from a health services and epidemiological perspective, but also well engineered in terms of design,
systems architecture and software quality. In this section we describe some technical aspects of recent
relevant and successful large scale projects. We then we highlight specific examples of each of the major
specific informatics activities proposed in our specific aims, including ambulatory care EMR data access
and data manipulation, developing, testing and implementing case identification algorithms, secure
messaging, and adoption of interoperable standards.

C.3.1 Successful, large scale, collaborative informatics deployments:

The ESP system described above (see C.2.1), integrates a scaleable database, case management
workflow application web server, and messaging applications, which are deployed on a pre-configured
server provided by the Channing informatics group, led by Dr. Lazarus. The server is installed in the
HealthOne computing facility, and is fully protected by their internet firewall and physical security. The
server was installed in December 2006, and ESP has been operating continuously since that time, loading
and analysing new data as it becomes available from EpicCare (see Figure 1). During development and
testing, we loaded more than 7 months of daily HealthOne EMR data into the ESP database. Based on
these records, we project approximately 360,000 immunization records, 4,400,000 encounter records,
1,700,000 prescription records, and more than 20,000,000 laboratory results each year, from about 413,000
individual patients. Source code licensed under the LGPL is freely available from the project web site** and
we are collaborating with the Massachusetts eHealth Collaborative in order to plan testing and deployment
to their member sites.

The NBSSP,***" described in more detail in C.2.2 above, is an ongoing research collaboration
between our group and 6 health plan sites. The system was designed to automatically identify statistical
evidence of unusual spatial and temporal clusters of cases of predefined syndromes. Results are presented
on a secured web site, and alerts are securely transmitted to appropriate public health officials
automatically.

Dr. Lazarus is the Pl on an NIH funded RO1 research grant (1R01HG003646-01A1) that is currently
developing an open-source, community supported, application development project called Rgenetics.
Source code for software and applications produced by the project is available through the BioConductor
source code repository (see http:/bioconductor.org), and there is a SourceForge® site, where development
archives are maintained . There are 38 registered Rgenetics project members® including a subset of 9 core
developers, of whom about half are from the academic community. Four core developers are full time
employees from a diverse mix of commercial entities, including both software and pharmaceutical
companies, who permit their employees to contribute effort, presumably because they believe that
supporting the Rgenetics collaboration is in their strategic commercial interests.®® Details of these
collaborations are at http://rgenetics.org.*

C.3.2 Distribution and support of public health EMR based systems: ESP (see Figure 1) operates
inside the health plan secured IT environment, so the risk of inadvertent disclosure of PHI from the system
is entirely controlled and managed by health plan IT staff. This design feature,*® based on the distributed
processing model of the NBSSP, makes the system more attractive to organizations wishing to ensure that
they comply fully with statutory obligations while at the same time ensuring patient privacy. Source code for
the entire application licensed under the LGPL,*' is freely available for anonymous Subversion® checkout to
any developer wishing to obtain a copy, as documented on the project web site.>

Similarly, the NBSSP uses a distributed informatics model to support statistical processing while
protecting patient privacy.*® Given the choice, our collaborators would likely choose not to take the risks
associated with central collection of their identifiable patient data, so pre-processing is done under their
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control and no central repository of PHI is needed. In a distributed model, identifiable patient data can be
restricted to the secured systems of the health plan. A daily extract from the local EMR system is processed
with software designed, written, tested, maintained, distributed and supported by our group, and this takes
place entirely within the secured environment of the health plan. Summary (count) data are then
automatically transferred to the data center web services server using CDC distributed PHIN-MS messaging
software.*” The benefits of this approach come at the price of substantial additional technical and remote
application software support challenges for the data center and research team, particularly since we are not
allowed to see the remote input data our software is processing, but instead, must rely on comprehensive
input error checking and reporting, while dealing with multiple sources of EMR data. We have successfully
operated this model for more than 5 years.

C.3.3 Design, deployment and maintenance of software and systems for processing EMR: In the ESP
system shown in Figure 1, the ESP database tables contain all of the host EMR system transactions,
including all identifiable patient demographic details, all daily encounters and associated ICD9 codes, all
prescription records, all laboratory orders and results, all immunization records and details of all providers
involved in each episode of care. These transactions are read from text files containing copies of each
transaction extracted each night from the previous day's EpicCare EMR data, and formatted into in an
agreed and portable manner, as illustrated in Figure 1. Any EMR system capable of reformatting transaction
data into the same standard text format could be used as the ESP data source without alteration to the
current ESP Reader. At HealthOne, the ESP server checks to see if new data files are available from the
HealthOne server every hour. If any new input files are found, they are downloaded, and read into MySQL
database tables shown as the ESP Datamart in Figure 1. Patient data matching a set of case criteria are
presented for evaluation by a physician in a secured case management workflow web application, visible
only within the HealthOne firewall. The reviewer confirms that they notifiable cases or seeks further
information if appropriate. This review step is optional and can be bypassed if desired.

In the NBSSP***" described in C.2.2 above, EMR data are extracted nightly for all patient
encounters that occurred during the previous 24 hours. This occurs independently at each of the
participating data provider sites. This extraction occurs from a wide variety of EMR systems and was made
practicable by requiring all participating data providers to produce a set of uniform files meeting standards
set by the Channing data center. These uniform input files are plain ASCI text files, containing all required
data items as delimited text fields in a specific order. At each remote site, these uniform files are created
each night from the previous day’s encounters, and then processed at the remote site into relational
database tables,” using software written, supported and distributed by the data center. The entire updated
source code base is always distributed with each new revision of the software that we ask remote sites to
install and run, in order to allow local informatics staff to check that the code poses no potential security
threat to their secured computing environments. If a cluster of syndrome counts surpasses a threshold of
statistical aberration® chosen by the corresponding public health department, an electronic alert is sent. In
Massachusetts, when an agreed threshold has been exceeded, the system automatically sends an
electronic alert to the state Health Alert Network for routing to the appropriate public health officials. The
statistical results and automated alerts are usable by local and national health agencies, and the software
has been built using freely distributable software infrastructure, which enables the program to run on both
Linux and Windows operating systems.

C.3.4 Adoption of interoperable standards: In the ESP system, notifiable disease case definitions and
logic use ANSI-HITSP recommended vocabularies, including ICD9, SNOMED, CPT and LOINC®, and
ANSI-HITSP recommended security standards®® including SSH and SSL, SOAP for web services protocols
and HL7 for representing patient data transferred to the health department server, have been used. The
NDBSP project uses PHIN-MS secure messaging,> ANSI-HITSP recommended security standards
including SSL,* and interoperable XML for all data transfer.

C.3.5 Development and testing of case identification algorithms: In the ESP system, cases of notifiable
conditions, currently including Gonorrhoea, Chlamydia and Pelvic inflammatory disease, are automatically
detected using logic based on specific diagnostic and demographic criteria. Diagnoses are defined in terms
of ANSI-HITSP recommended vocabularies.”® The NDBSP groups ICD9 diagnostic codes into like groups,
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termed syndromes.*****” Ambulatory care cases are grouped and counted in syndrome, zip code and date
categories. Syndrome definitions were developed in a multi-center collaboration facilitated by the CDC.*°

C.3.6 Valid message generation: In the ESP system, physician approved cases are notified to the
Massachusetts Department of Public Health directly from the health plan as HL7 messages conforming to
the Massachusetts electronic laboratory reporting (ELR) HL7 specification. The configuration of these HL7
messages are based on the 1997 CDC specification,®” with some additional extensions for this particular
application (see Letter of Support from James Daniel, Massachusetts Department of Public Health). In the
NDBSP system, PHIN-MS is used to securely transmit syndrome by zip code by date count data as XML
messages to the data center each day for storage, statistical processing and display.*

C.3.7 Maintaining security and patient privacy: Protection of patient privacy is a primary goal in all of our
work. We describe below some of our innovations and experience in deploying and securing applications
that deal with complex patient data, and in secure, accurate messaging using interoperable standards. All of
our research collaborations involving protected health information (PHI) require prior approval, and ongoing
oversight, from our Institutional Review Board (IRB) to ensure compliance with all applicable legal and other
requirements and standards. All staff requiring access to patient data on our secured systems are trained in
their obligations under HIPAA and other relevant legislation, and are certified to the standards required by
the IRB. Our systems are designed, engineered and maintained specifically to ensure the absolute
minimum possible risk of inadvertent disclosure of or unauthorised access to PHI. Our research team has
particular expertise in innovative, distributed designs, avoiding any requirement to move PHI outside the
health plan’s secured infrastructure. The Pl and all of the programmers and system administrators working
under his leadership have extensive expertise in application and server security, authentication, and access
control. This is particularly important for securing information exposed through highly accessible channels
such as the public internet, and our systems all employ best-practice methods to ensure web application
security, strong message encryption, and other techniques to ensure that these data are protected at or
beyond standards consistent with ANSI-HITSP recommendations.>*®

Security is a major focus and goal for all of the systems that we have deployed. The ESP project
was designed to be installed and operational inside the protected computing environment of the health care
provider in order to minimise the risk of PHI being exposed, and using secure, strongly encrypted end-to-
end messaging systems, for the transport of identifiable PHI in HL7 sent to the health department server
over the public internet. The design of our NBSSP*****" started from the concept of a distributed system,*
with data-center provided and supported software that performed aggregation over PHI on hardware
secured within the provider's computing environment, coupled with encrypted transmission of aggregated
data to the data-center, as described in more detail in C.3.2 above. We use the recommended ANSI-HITSP
approach®® for secure transmission of data over the public internet. Access to our servers is restricted to
secure encrypted connections through SSH logins and we ensure that our servers do not offer insecure
plain-text password based protocols such as telnet or ftp. Our operating systems and all of our application
software packages are regularly patched and updated as vulnerabilities are discovered and fixed. All of our
server logs are routinely monitored for unusual activity, and external internet access is restricted through
professionally maintained hardware firewalls. User accounts for individuals who are no longer employees
are routinely inactivated as part of the termination process and all of our professional staff are well aware of
the importance of, and best practice for, protecting patient data.

C.3.8 Workflows for clinicians: Although the ESP project was designed to optionally operate without any
intervention, it offers a case management workflow system through a secured web application, visible only
within the health plan firewall protected internal network. An authorized clinician can use their desktop
internet browser to review notifiable disease cases before they are approved for transmission to the health
department. This system was designed and prototyped by the Pl (Dr. Ross Lazarus), an experienced
clinician and informatician, and refined in collaboration with the target clinician users of the system. It is
described in more detail on the ESP web site.*®
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D. RESEARCH DESIGN AND METHODS

ESP will provide a large part of the infrastructure needed for our proposal, and is already deployed and
available. It has been described above, thus not detailed again here, but we propose to build upon our
deliverables within that existing system and data flow. Below, we describe our research plan and methods
for each of our specific aims in turn, followed by a timeline illustrating how the resources we request and the
activities we propose will be efficiently matched and coordinated. This will ensure that our research aims
are achieved and that our deliverables are available by the end of the proposed funding period.

D.1. Identify required data elements, and deploy systems to monitor
ambulatory care electronic medical records for adverse events following
vaccine administration

Figure 2 illustrates the flow of data we propose for our first two Aims. Existing and functioning ESP

2 . : 2 ; components are shown on the left, and Aims 1 and 2
e on the right. ESP:VAERS will flag every vaccinated
[ EMR 4 cDeC patient, and prospectively accumulate that patient’s

[ EMR 3 VAERS PHINMS diagnostic codes, laboratory tests, allergy lists, vital

| ___BR2 szl signs, and medication prescriptions. We will develop
EpicCare EMR ] 25 algorithms to detect potential adverse event cases
1 using diagnostic codes, and we will test methods to
M [ HL7 Message | identify prescriptions or abnormal laboratory values

Q that might be suggestive of an adverse effect. These

@ algorithms will be designed to seek both expected and

1 unexpected adverse effects. When a potential adverse

Uniform files | dentiy Vaccine effect is identified it will be recorded in a registry
[EsPReader | T |—|MvemEve"ts database table, and the clinician will be contacted
ESP Datamart electronically to ask if this event should be reported to

VAERS (see D.2 below). The clinician will be invited

to review the case details. While viewing the patient’s
data, the clinician will be offered the option to add comments and to submit an immediate electronic case
report to VAERS with a mouse click, or alternatively to decline notifying, and provide a brief explanation for
later evaluation. The HL7 message automatically generated for approved notifications will be a physician
approved VAERS report containing all appropriate information about the patient, vaccine, lot number, date
of vaccination, possible adverse effect, and date of adverse effect exiracted from the ESP Datamart. Details
of the existing ESP Datamart, the methods by which it is updated daily, the methods used to identify events
of interest, and how HL7 messages are securely transmitted are described in section C2 above. We
hypothesize that the combination of computer-assisted adverse event detection and clinician endorsed
event reporting will substantially increase the number, quality, and timeliness of case reports compared to
the existing spontaneous reporting system and we will test this as described in D.3 below. In addition,
nesting this monitoring and reporting system within a defined patient population will permit calculation of
adverse event incidence by assessing the population for total exposure to each vaccine.

D.1.1 Study setting: ESP:VAERS will be implemented at HealthOne, a multi-specialty medical group
practice based in Eastern Massachusetts (see Letter of Support). HealthOne currently employs
approximately 700 physicians to serve 500,000 patients at more than 18 office sites spread throughout the
greater Metropolitan Boston area. The majority of HealthOne physicians are primary care internal medicine
physicians or pediatricians but the network also includes physicians from every major specialty. The entire
practice is served by an integrated EMR system, the EpicCare Ambulatory suite (Epic Care, Epic Systems
Corporation, Verona, WI) certified by the Certification Commission for Health Information Technology.®®
See Letter of Support from Dr. Richard Marshall, the chief medical officer of HYMA on behalf of HealthOne.

D.1.2 Study Population: The entire adult and pediatric population served by HealthOne will be included in
our adverse event surveillance system. HealthOne serves a full spectrum of patients that reflects the broad
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diversity of Eastern Massachusetts. A recent analysis suggests that the population served by HealthOne is
56% female, 16.6% African American, 4% Hispanic. The prevalence of type 2 diabetes in the adult
population is 5.7%. About a quarter of the HealthOne population is under age 18.

D.1.3 Patient identification: The HealthOne unique patient identifier will be used to identify individual
patients in our database. Daily patient encounter data received by ESP:VAERS will be analyzed each night
to detect all patients given vaccines over the past 24 hours. Newly vaccinated patients will be entered into
a registry database table for prospective follow-up for adverse reactions and for counting the total number of
doses administered and patients exposed for each vaccine. Code based on the existing ESP notifiable
disease case logic will be written to update the ESP:VAERS Datamart with a record of the patient, date of
vaccination, vaccine type, lot number, site of administration, and responsible clinician.

D.1.4 Vaccine Adverse Event Detection Logic: Every time a patient is given a vaccine, ESP will begin 30
days of prospective surveillance for possible adverse effects. If the patient has a medical encounter (office
visit, urgent care visit, telephone encounter) within the 30 day period, then ESP will analyze laboratory tests,
medication prescriptions, allergy data, and ICD9 diagnostic codes associated with the encounter.

Possible adverse events will be stratified into high-suspicion and low-suspicion events. High-
suspicion events will be reported to the clinician as high probability adverse reactions that will be reported to
VAERS by default unless the clinician explicitly disagrees (“opt-out reporting”). Clinicians will be able to
view all the information that will be reported to VAERS including patient demographics; vaccine type, date,
and lot number; and suspected adverse reaction. Clinicians will be invited to add their own comments to
the case report form. Clinicians that opt-out of reporting will be asked to give their reason for doing so from
a coded list and optionally provide a brief text explanation.

Low-suspicion adverse events will also be presented to clinicians but as possible rather than
probable events. Clinicians will be asked to comment on whether the identified event is possibly related to
recent vaccination. Those who answer in the affirmative will be invited to submit an immediate electronic
report to VAERS (“opt-in reporting”), so in contrast to high suspicion events, these will only be reported to
VAERS with explicit clinician endorsement. All electronic reports will be formatted as HL7 and will include
patient demographics, vaccine information, the adverse event, and optional clinician comments. Details of
the research plan for clinician interaction, HL7 generation and messaging to VAERS are presented in D.3
below.

D.1.4.1 Abnormal biochemical tests: We will assess white blood cell count, haemoglobin, platelet count,
creatinine, alanine aminotransferase, alkaline phosphatise, and bilirubin. If the patient has an abnormal
value for one of these parameters then ESP will query the patient’'s encounters in the 12 month period prior
to vaccination to see if the abnormal value is new or not. New abnormal values will be considered high-
suspicion adverse events. In the patient has no record of the specific parameter being tested before then,
the new abnormal value will be considered a possible adverse effect and will be presented to the clinician
for opt-out reporting as described above. If the patient has had the specific test done before within the
preceding 12 months then ESP will assess the most recent historical value of the test. If the current lab
value is within 50% of the most recent historical parameter then no further action will be taken. If the value
in question is significantly worse (i.e. a rise in creatinine or a fall in platelets) then it will be considered a
possible adverse effect and will be presented to the patient’s clinician as described above for opt-in
reporting. The specific threshold for a deleterious change will be tailored to each lab test during testing to
ensure that clinicians are not over-burdened.

D.1.4.2. Suggestive new prescription: If a patient is prescribed prednisone (or another steroid) within 30
days of vaccination then ESP will query each of the patient's recorded prescriptions over the past 12
months to determine if this is a new prescription or not. If it appears that this is the patient’s first exposure
to steroids within the past year then ESP will query the clinician on whether the steroid therapy is for a
possible vaccine adverse effect. New prescription for prednisone will be considered a low-suspicion
adverse event.

D.1.4.3 New allergy to vaccine: ESP will follow the patient's coded allergy list for 30 days after
immunization. The appearance of a new allergy to the recently administered vaccine will be considered
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suggestive of an adverse effect and the clinician will be prompted for comment. New allergy to recently
given vaccine will be considered a high-suspicion adverse event.

D.1.4.4 Diagnostic codes: ESP will evaluate each ICD9 diagnostic code entered on a patient within 30
days of immunization. Diagnostic codes will be divided into Black List codes, White List codes, and all other
ICD9 codes (referred to here as Gray List codes). The Black List will constitute ICD9 codes consistent with
the most characteristic and most serious adverse effects classically associated with vaccines such as
Guillain-Barré syndrome, seizures, and thrombocytopenia. The core ICD9 codes for the Black List will be
those currently being surveyed by the VSD rapid cycle analysis program (see Table D1). As with the VSD
code set, we will pair each blacklist code with exclusion criteria codes for the same visit in order to decrease
false positive signals from confounding conditions (for example, if a post-vaccine encounter is coded with
ICD9’s for both encephalitis and Herpes simplex instead of just encephalitis alone, the case will be
discarded - see Table D.1.1). Additional Black List codes will be assigned to correspond to the consensus
vaccine adverse effect case definitions published by the International Brighton Collaboration.®® We will seek
input and consensus on the full Black List of codes from the CDC Office of Immunization Safety prior to
activation (see Letter of Support from Dr. Robert Davis). All Black List codes will be considered high-
suspicion events that will be presented to the clinician using the “opt-out” reporting model.

White List codes will be the diagnoses of routine care that are highly unlikely to represent medication
adverse effects such as periodic health examination, well baby visit, blood pressure check, routine
gynaecological examination, lacerations, fractures, and others. If a White List code is detected no further
action will be taken by ESP.

Gray List codes will be all codes that appear on neither the Black List nor the White List. This
category is designed to detect hitherto unknown adverse effects of vaccination. The Gray List will not be
literally assembled but will rather be indicative of a visit in which there was no diagnosis consistent with a
classic vaccine adverse event (Black List Codes) but also no evidence that the visit was simply for routine
care (White List Codes). ESP will first query the body of ICD9 diagnoses entered on the patient in the 12
months prior to vaccination to determine if the Gray List diagnosis had been entered on the patient before or
not. If it appears that the diagnosis is new then the diagnosis will be treated as a evidence of a possible
idiosyncratic, unexpected adverse effect of the recent vaccination. The diagnosis will be presented to the
clinician as a low-probability event using the “opt-in” reporting model whereby a report will only be sent to
VAERS if the clinician chooses to endorse an association between the novel diagnosis and the patient’s
recent vaccine.

Table D.1.1 Example adverse event Black List definitions

Condition INCLUSIONS EXCLUSIONS
ICD9 ICD9 Explanation ICD9 ICD9 Explanation
. Other & unspecified appendiceal
Intussusception 543.9 dlbaass
560.0 Intussusception
Gl Bleeding 569.3 Hemorrhage of rectum and anus 004 Shigellosis
578.1 Blood in stool 008 Intestinal infections due to other organisms
578.9 Hemorrhage of Gl tract, unspecified 204-208 Leukemia
286 Coagulation defects
287 Purpura and other hemorrhagic conditions
558.3 Allergic gastroenteritis and colitis

800-998 Injury and poisoning

Meningitis/encephalitis | 047.8 Other specified viral meningitis 047.0 Coxsackie virus
047.9 Unspecified viral meningitis 0471 ECHO virus
049.9 Upspeciﬁed non-arthropod-borne viral 048 Other enterovirus diseases of central nervous
diseases of CNS system
3210 Meningitis due to virus not elsewhere 049.0- Specified non-arthropod borne viral diseases of
* classified 049.8 the central nervous system
322 Meningitis of unspecified cause 053-056 Herpes zoster, simplex, measles, rubella
323.5 Encephalitis following immunization 320 Bacterial meningitis
323.9 Unspecified cause of encephalitis
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Seizures 780.3 Convulsions

779.0 Otlhgr a_nd ]_Il—definedlcond]tionsl
originating in the peri-natal period
333.2 Myoclonus

345 Epilepsy
Myocarditis 429.0 Myocarditis, unspecified
422 Acute myocarditis

Septicaemia due to other gram-
negative organisms
038.9 Unspecified septicaemia

Gram-negative sepsis | 038.4

D.1.4.5 Validation of adverse event detection algorithms: Prior to implementation, each proposed
adverse event detection algorithm will be validated by applying it to historical data. We will assess the
number of suspected events per clinician per week and then do chart reviews to assess the likelihood that
the identified patients did suffer an adverse event temporally related to recent vaccination. Wherever
possible, we will use the case definitions developed by the Brighton Collaboration, an international effort to
develop standardized case definitions for adverse events following immunization.>®® This process will be
designed to assure algorithm accuracy and limit the number of alerts per clinician per week to levels
acceptable to clinicians.

D.1.5 Target Vaccines and Roll Out Strategy: The ESP:VAERS surveillance and reporting system will be
progressively implemented to cover all vaccines administered at HealthOne. Initially, we will use a subset
of pediatric vaccines for testing and development. A small number of volunteer pediatricians will be
recruited at this point to trial the system prior to further deployment. Subsequently coverage will be
extended include all routine childhood vaccines, and novel adolescent and adult vaccines, namely Gardasil
and Zostavax. As with the pediatric vaccines, we will recruit a small number of volunteer internists to pilot
and refine the system before these are rolled out into production. Finally, we will expand the system to
cover all physicians and all vaccines administered in HealthOne including annual influenza vaccinations,
pneumovax, and travel associated vaccinations, after a pilot and refinement test process.

D.1.5.1 Physician education: We will work with the HealthOne clinician liaison (a co-investigator on this
grant) to assure maximum acceptance of ESP:VAERS by HealthOne clinicians. Prior to implementation we
will test and validate our algorithms on historical data to refine algorithm accuracy and to ensure that the
volume of projected alerts per clinician per week will be reasonable. The system will then be trialed with a
small volunteer group of pediatricians and internists (see D.1.5). Prior to widespread deployment of
ESP:VAERS we will meet with the pediatric and internal medicine service chiefs to describe our system and
elicit their support. We will prepare written documentation describing how to use the system that will be
emailed and posted to each clinician. We will then visit a group meeting at each office site at least once to
demonstrate the system to physicians and answer questions. Finally, we will establish a dedicated email
and telephone help lines for clinicians to contact a member of the research group when questions arise.
Based on the positive reception of our existing pediatric vaccine elicited surveillance system (see C.2.3)
where physicians elected to keep the system operational despite completion of its trial period, we anticipate
ESP:VAERS will likewise be accepted by clinicians.

D.1.6 Data Collection: ESP:VAERS will keep registries of all vaccines administered throughout the
practice, high suspicion events presented to clinicians as opt-out reports with annotation of which reports
physicians permitted to be sent to VAERS and those that were declined, and the Gray list events presented
to clinicians as opt-in reports with annotation of which events clinicians chose to report and those that they
did not. Analysis of these reporting counts and patterns will be presented in D.3 below.

D.1.7. Potential Pitfalls: ESP:VAERS will be limited by the quality of its adverse event detection
algorithms, the willingness of clinicians to participate in reviewing potential case reports, and the limitations
of clinicians’ intuition in associating vaccines with unexpected adverse events. Work done by other
investigators on medication adverse event rate detection in the ambulatory setting suggested that EMR data
alone failed to capture all adverse events and had generated a large number of false negative reports.?'®
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We anticipate that ESP:VAERS will overcome some of these difficulties by extensive use of baseline, pre-
exposure data to increase the likelihood that identified events are truly novel and by implementation of an
efficient mechanism for clinician review of suspected events to confirm and report, or to reject as false-
positives and not report. Additionally, our initial focus on vaccines rather than medications will also reduce
the problem of false positive alerts by allowing us to focus on predominantly healthy patients with relatively
brief, well-defined risk periods following immunization.

Our success will also be largely contingent upon physician acceptance and participation in clinician
review and reporting of suspected events. In order to promote physician acceptance we have included
HealthOne physician leadership in our study design and implementation staff. Moreover, we will validate
our algorithms and monitor their implementation to assure that clinicians are not “bombarded” with an
excessive number of case reports. If the daily possible adverse event rates exceed a reasonable level, we
will batch each clinicians’ potential cases and present them periodically, in order to minimize clinician
fatigue. The success of our pilot program of physician prompting for adverse event reporting at HealthOne
leads us to believe that we can also obtain sustainable clinician acceptance with ESP:VAERS.

Finally, our ability to detect unexpected, idiosyncratic adverse events will be limited by clinician’s
judgment. This inclusion of clinicians’ judgment is an intended feature that will not affect our ability to
perform separate analyses of all detected events without regard to the clinicians’ views.

D.1.8 Significance and sustainability: Implementation of ESP:VAERS and acceptance by clinicians, will
represent a substantial advance in vaccine adverse event detection and reporting. The rapid pace of
introduction of new major vaccines reminds us that vaccines remain essential and central pillars of our
public health system. Vigorous post-marketing surveillance to detect rare adverse effects and characterise
vaccine safety profiles under “real world” conditions is essential to assure continued public safety and broad
acceptance of new vaccines. ESP:VAERS is likely to increase the number, breadth, and completeness of
information reaching VAERS. Moreover, ESP:VAERS is designed to be applicable to any ambulatory care
practice that uses a contemporary electronic medical record system capable of exporting data to ESP, and
has ready access to the appropriate technical expertise. This creates the potential for very widespread
computer-assisted clinician centered VAERS reporting in the coming years. Enriching the data streams
feeding VAERS can only bolster the speed and confidence with which VAERS can evaluate current and
forthcoming vaccines with a view to assuring that the public will realise the full health potential of these
essential interventions.

D.2 Prepare, and securely submit clinician approved, electronic reports to the
national Vaccine Adverse Event Reporting System (VAERS)

In this section, we describe our approach to Aim 2, as seen in Figure 2. We describe the specific
technical methods we will use to develop software systems to communicate cases detected by the logic
developed in Aim 1, to the appropriate clinician for review, how approved cases will be formatted as valid
HL7 messages for VAERS, and how these messages will be securely transmitted to the CDC VAERS using
PHIN-MS.** Note that technical details about the general infrastructure and engineering approach we will
use to support all our aims are provided in D.4 below.

D.2.1 Physician notification and case management: Automated, efficient electronic communication with
HealthOne physicians is central to this aim. The EpicCare system user interface includes an electronic “In
Basket,” where system and external messages can be stored, ready for action when the physician has time
to review and deal with them. HealthOne EpicCare liaison personnel have made documentation available
indicating that access to this In Basket is available to external applications through appropriately formatted
HL7 messages through the EpicCare interface engine server. The deployment server will have access to
the interface engine because it is within the HealthOne firewall. The physician identifier for every encounter
is already available in the data stream currently provided from EpicCare EMR to our ESP application,
enabling us to readily identify and locate the appropriate primary care physician for any adverse event we
detect. Some implementation details will be specific to EpicCare at HealthOne, however we will ensure that
all the code we develop is as flexible to as possible. The transcription HL7 message is a common
mechanism in commercial EMR systems, so our implementation should prove relatively easily to adapt for
interoperable EMR system HL7 interface engines. This approach can readily be adapted to use html mime-
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type e-mail attachments instead of HL7 messages, for communication to clinicians in situations where direct
interface with an EMR system is not feasible.

D.2.1.1 EMR application (EpicCare) “In Basket” access: We will derive code from our existing HL7 code
base to prepare an HL7 transcription message on the ESP:VAERS server, containing a transcription
message segment containing a MIME encoded HTML formatted notification, formatted with a header
identifying the physician ID, and sent to the HealthOne HL7 interface engine, from where it will be
transferred to a holding area. A time-date stamped notification will be automatically created in the
designated recipient’s In Basket, by existing EpicCare infrastructure without any additional programming.

D.2.1.2 Clinician message details: The potential adverse event message sent to the patient’s physician
will be formatted as HTML, so hyperlinks to the ESP:VAERS internal web application can be created by the
code preparing the message. The code to do this will be based on currently deployed ESP web form
generating modules. Use of a web form for communication will help to minimize the need for training and to
make it quicker and more convenient for participating clinicians to respond to a potential adverse event. The
message will contain a brief summary of the patient, the vaccination and the suspected adverse event.
Three options will be offered to the physician in their “in-basket” message — approve and send the
notification, cancel the notification, or view more details before making a decision. Choosing the hyperlink
for either of the first two options will open a web form with a coded list of decision categories and space for
an optional comment from the clinician. Clinicians can add further details concerning the adverse event or
can give an explanation for not sending the notification. The third option will lead to a case review screen
showing all available details about the suspected case, with hyperlinks for the same first two options
provided in the original message. All comments and decisions will be stored in the ESP:VAERS server with
the case details for evaluation, as described in D.3 below.

D.2.1.3 Clinician training, evaluation and support: Following implementation and testing by co-
investigators and clinician collaborators, HealthOne physicians involved in the ESP:VAERS trial will receive
a brief hands-on training session followed by test messages to ensure that they are familiar with the project
and comfortable managing the notifications. Participants will be asked to complete a short, anonymous
evaluation questionnaire to gather feedback such as ease-of-use and overall burden. Support for clinicians
using the ESP:VAERS system will be provided through a help-line telephone number for urgent matters,
and the online trouble ticket system (see D.4.4), linked at the end of every ESP:VAERS message, and on
the ESP:VAERS internal web site.

D.2.2 Automated HL7 message creation: We will work with CDC and their vendors to ensure that
messages we prepare conform to the required HL7 specification, and are interoperable with the vendor's
implementation. The current HL7 message specification for VAERS notifications has been provided the
vendor through CDC staff assisting us in preparing our proposal. The collaboration already in place will
allow us to work quickly once funding is available. Code to generate these messages will be adapted from
the existing, ESP HL7 messaging code (http://esphealth.org/trac/browser/trunk/ESP/utils/hI7XML.py). Since
we already have working code compatible with the ELR HL7 specification,”” we do not anticipate any major
difficulties in constructing VAERS HL7 messages. A development, testing and an acceptance testing plan
negotiated with our CDC collaborators will be followed to ensure that our HL7 messages are correctly
formatted and interoperable with the vendor's systems. When the system is operational, once a case is
approved for transmission by the physician, details from the EMR records plus any clinician comments will
be extracted from the database, formatted into an HL7 message by ESP:VAERS code, and placed in the
ESP:VAERS PHIN-MS “ queue for secure transmission to the CDC VAERS server.

D.2.3 PHIN-MS client implementation: CDC PHIN-MS* software will be used for all VAERS transmission.
A PHIN-MS client certificate will be obtained for HealthOne from the CDC vendor through our existing
contacts. A PHIN-MS client compatible with the CDC vendor VAERS PHIN-MS server will be installed on
the ESP:VAERS server at HealthOne, and tested in collaboration with the vendor through CDC staff
partners. We anticipate that this will be straightforward, based on nearly 5 years experience we have had
working with PHIN-MS software.*” The vendor is currently installing the most recent (2.7) version of PHIN-
MS for this purpose.
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D.2.4 Creating messages and managing physician responses: We will build a new web application
module, based on the existing ESP code base,* to provide the destination web forms for the hyperlinks
formatted into physician electronic notifications described above. Based on existing ESP code, the web
form will automatically store physician decisions, and text responses, in tables that we will add to the
existing ESP database schema. These recorded decisions will drive the logic selecting adverse events for
notification to the CDC, and will later be used for evaluation as described in D.3 below.

D.2.5. Sustainability: HealthOne is committed to supporting our proposal because it offers a mechanism to
improve patient care through automated alerts to physicians of potential adverse events (see Letter of
Support from HVMA chief medical officer Richard Marshall on behalf of HealthOne). This support will likely
continue even after the end of the funding period for this proposal, since the costs of maintaining it are likely
to be small. We anticipate that EMR vendors will adopt some or all of our software because it is very likely
to be the first accessible module that will be freely available to use with their systems to support this
important public health need. The CDC Center of Excellence in Public Health Informatics, which the current
investigators lead, will provide an organizational home for continued maintenance and dissemination.
Additionally, the Center for Education and Research on Therapeutics, also led by these investigators, has
substantial capabilities for dissemination.

D.2.6. Potential pitfalls: Major potential risks for this aim are failure in design, failure in infrastructure,
failure in collaboration, and failure in implementation. Our team is very experienced, with an established
record of collaboration, and of successful HL7 development, and we have been running PHIN-MS for more
than 5 years. The proposal will build and extend an existing system that already provides working database
infrastructure and EMR connectivity. Existence of this functional infrastructure alone implies that the team
and the proposal are at relatively low risk of misadventure in terms of deliverables for this aim. Collaboration
and support is well established with CDC and is unlikely to be at risk of failure.

D.3. Comprehensively evaluate ESP:VAERS performance in a randomized trial,
and in comparison to existing VAERS and Vaccine Safety Data.

We plan two evaluations of ESP:VAERS performance. The primary evaluation (see D.3.2) will be a
cluster randomized trial in which ESP:VAERS enhanced reporting will be compared to standard practice,
i.e., spontaneous detection and VAERS reporting by HealthOne clinicians. The secondary evaluation (see
D.3.3) will be a comparison of ESP:VAERS to suspected adverse events identified in VSD research files.

Before conducting our primary and secondary evaluations we will undertake a detailed assessment
and reporting of the performance characteristics of ESP:VAERS (see D.3.1). This assessment of all
ESP:VAERS elicited reports detected and reviewed by clinicians will include analysis of report severity,
timing of detection, vaccinee and provider characteristics, and vaccine type(s). The number, rate of elicited
reports per vaccine visit, and type of elicited reports transmitted electronically to VAERS after clinician
review also will be described and contrasted with those events that clinicians elected not to submit to
VAERS.

D.3.1 Performance characteristics of ESP:VAERS: Our initial evaluation will describe all elicited reports
identified by ESP:VAERS and their resolution. An important aspect of this research will be to fully describe
the events that are identified by ESP:VAERS and also the resolution of the clinician feedback loop. The key
evaluation parameters will include:

1. Number of elicited reports during the study period: Total count of all reports identified by ESP:VAERS.

2. Reports per vaccine visit and per vaccination: Number of reports divided by the number of vaccine visits,
and by individual vaccinations since a vaccine visits may include one or more vaccine doses

3. Report severity: Indicator of the resolution of the event as specified in the VAERS report form, including

the following: emergency room visit; hospitalization; disability; life threatening condition; and death.

Patient characteristics: Age and sex.

Provider characteristics: Age, sex, specialty, location.

Vaccine type(s): Vaccine(s) associated with the report.

® o &~
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7. Report timing: Time between vaccine administration and suspected event (date of medical care
associated with the suspected adverse event).

8. Report completeness: Given concerns over incomplete VAERS reporting® we will assess the
completeness of key data elements sent electronically to VAERS, including relevant dates, demographic
information, clinician resolution, diagnostic information, and clinician comments. The completeness of
each data element will be calculated as the percentage of reports with missing, incomplete, or complete
data.

9. Report accuracy. We also will assess the accuracy of the reports submitted to VAERS using a series of
logic checks design to identify inconsistent data (e.g., vaccination dates after the date of the suspected
adverse event, vaccine dates before birth dates). This metric will be calculated as the percentage of
reports with one or more inaccurate data elements as defined by our logic checks.

10. Report type: Flag to identify if the report was generated from the Black or Gray list.

11. Report resolution: Reported electronically to VAERS or rejected by the clinician.

A parallel evaluation will describe clinician comments as elicited by ESP:VAERS regarding their reasons
for requesting that an electronic VAERS report not be sent to FDA. The information from this evaluation will
add substantially to our understanding of the performance of ESP:VAERS.

D.3.2. Primary trial evaluation: Cluster randomized trial to assess ESP:VAERS: We will implement a
cluster-randomized trial (CRT) to assess the effect of ESP:VAERS on the probability of a report, and the
completeness and accuracy of ESP:VAERS reporting as compared to standard passive surveillance among
control group clinicians. We will use an analysis appropriate to the interventional trial design, rather than
interrupted time-series or other methods suited to non-interventional experiments.

D.3.2.1 Randomization and implementation. Each of the HealthOne medical group practices will be
matched into pairs. Matches will be based on features of patient population which are most likely to affect
reporting: average patient income; makeup of primary care providers at the sites by panel size and years
since medical training; and make-up of patient panel in terms of age and gender. The study team has
experience with this type of matching (Personal Communication, Dr Ken. Kleinman). After grouping, one
site in each pair will be randomly assigned to the intervention and the other will be assigned to the control
group. The randomization program will be written and executed using SAS software.®’ Our current pilot
elicited surveillance system will be suspended at least six months before the beginning of the randomized
trial. After this washout period, ESP:VAERS will be implemented as described above (Section D.1) at each
intervention site. To the extent possible, clinicians at the control sites will be shielded from communication
regarding the intervention.

D.3.2.2 Data sources: In collaboration with CDC (see Letter of Support from Dr. Robert Davis) we will
identify all VAERS reports submitted by HealthOne clinicians for the year before randomization (pre-
intervention) and during the 12 month study period (post-intervention). The data will be supplied by FDA
once at the end of the study period. A preliminary review by CDC staff (Personal Communication, Robert L.
Davis, Director, Immunization Safety Office, Centers for Disease Control and Prevention) of the
completeness of 2006 VAERS reports from Massachusetts found substantially complete data (e.g., 90% for
street address, 91% for telephone number, 88% with non-missing street, city, and zip code) for the data
elements we would need in order to match VAERS reports to clinicians, indicating that this plan is feasible.

After we obtain an appropriate data-use agreement, the CDC has agreed to exiract all VAERS
reports submitted from Massachusetts clinicians to maximize the likelihood that the extracted listings
include all HealthOne associated reports generated via ESP:VAERS or passive surveillance. Based on the
data provided by the FDA we will match the VAERS reports to HealthOne clinicians and categorize the
reports into 4 categories: 1) pre intervention control group; 2) pre intervention ESP:VAERS group;.3) post
intervention control group; and 4) post intervention ESP:VAERS group. As a check of validity and reliability,
a listing of reports sent by ESP:VAERS maintained by the study team will be compared to those identified
by FDA. Using the VAERS system as the primary data source will ensure consistency in reporting across
the intervention and control sites and in the pre and post periods.
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D.3.2.3 Analysis plan: Our primary analysis will focus on 3 formal statistical tests to determine the impact
of ESP:VAERS on the rate, completeness, and accuracy of VAERS reports. Each test will effectively be a
difference-in-differences analysis based on the pre and post probability of a VAERS report per vaccine visit
in the intervention and control sites. Heuristically, the test assesses whether a larger change is seen in the
intervention sites than in the control sites. Technically, we will use logistic regression to conduct the formal
testing, using generalized linear mixed models to account for clustering within sites.®* An exact logistic
regression approach may be required to assess differences between ESP:VAERS and passive reporting in
the completeness and on the accuracy of VAERS reports (see section D.3.1 for definitions of completeness
and accuracy.). This approach will work even if the ESP:VAERS reports in the post period are 100%
complete and accurate. The specific mixed model to be employed in the main analysis of report probability
could be expressed as:

logit(p,) = log(% p--): By + B, *post, + B, Fint, + y *(post, *int,) +b, (1)
i

where p, is the probability that vaccine visit ; at site i results in a VAERS report, post; indicates whether

the visit occurred in the post period (post; =1) or not (post; =0), and int; denotes whether site i is an
intervention site (int; i=1) or not (int; i=0). The b. term is a random effect unique to each site and
assumed to have a Normal distribution. For simplicity here we omit an index for repeat visits within subject;
since few visits generate reports, nearly all subjects will not generate a report for any visit. The b,

effectively introduce correlation between the subjects at a given site, and it is this accommodation of the
intracluster correlation that allows the mixed effects model to incorporate all of the individual-level data. The
uniformity with respect to the outcome within person noted above means that adjusting for correlation within
subject will probably not be possible. The post; effect allows for a secular difference between the pre and
post periods affecting both intervention and control sites; the int; effect allows for baseline differences
between the intervention and control sites. The test of interest concernsy, the estimated effect of the

intervention on the pre-post change. Under the null hypothesis it is 0; a larger value suggests a greater
probability in the intervention sites during the intervention period than would be suggested by the secular
change seen in the control group. In the example above, we consider only simple pre and post effects, but
the model can easily include, e.g., linear trends over time within the pre and post periods and whether the
linear trend is affected by the intervention. Data will be analyzed using SAS®.’

D.3.2.4 Power and sample size considerations: Power and sample size needs for mixed models are an
active area of research for statisticians. In light of this, we will use a less precise technique developed for
use when sites are of equal size. Effectively, the correlation of individuals within a site reduces the actual
information provided by each additional individual. Heuristically, if the correlation was perfect, knowing the
result for one person would make any additional person redundant. A more typical intra-cluster correlation
for doctor-diagnosed outcomes in cluster-randomized trials is no more than 0.0011.°® The analysis here
was generated by PASS software.** Assuming 20,000 vaccine visits per practice per year (see C.3.1) and a
conservative intra-cluster correlation of 0.001, the smallest reporting rate difference detectable with 80%
power for a 5% error level and a control group report rate probability of 0.00005 (1 per 20,000 vaccine
visits) is 0.0011 (22 per 20,000 visits). With a more plausible intra-class correlation of 0.0001 and a control
group report rate of 0.00005 (1 per 20,000 vaccine visits), a rate of 0.00025 (5 per 20,000 visits) can be
detected with 80% power. Note that results are not very sensitive to the number of vaccine visits per site;
with only 5,000 visits per site, smallest detectable differences increase by only about 0.0001 per vaccine
visit. The above discussion considers a test for comparing two proportions; this is the most complex
analysis for which power assessment is readily available. The study design calls for a pre-post analysis.
The power in pre-post analyses typically exceeds that of simple differences, since variability between sites
with respect to starting level is removed by the pre-post difference. More technically, the random intercept
in the mixed model absorbs variability that would attenuate power in the post-only differences assessment
above. The net result of this is that the above power assessment is conservative. Power should be greater
for the model discussed in section D.3.2.4 than for the simple differences presented here. Power
assessment for exact logistic regression is more complex and will not be essayed here for the secondary
outcomes.
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D.3.3 Compare ESP:VAERS elicited reports to those identified by the CDC's Vaccine Safety Datalink:
The goal of this comparison is to test the accuracy of the ESP:VAERS data files and the implementation of
its logic against the permanent, research quality, data files created by the Vaccine Safety Datalink. These
VSD files are considered a national gold standard for vaccine safety research; their creation entails
extensive data cleaning and quality checks, including cross-checks against similar files created by other
VSD sites. ESP:VAERS' performance characteristics will be tested against that of the CDC’s Vaccine
Safety Datalink, the nation’s gold standard vaccine adverse event surveillance system. Due to the time-lag
in the availability of VSD data, this evaluation will be conducted retrospectively in 2008 using data from
2006 and 2007. To generate the required counts of ESP:VAERS elicited reports, ESP:VAERS algorithms
will be applied retrospectively to data collected from June 2006 through December 2007 at all HealthOne
sites. This will provide a listing of all ESP:VAERS potential adverse events that would have been generated
during that time. The count of suspected vaccine adverse events from VSD will be based on VSD annual
files. The 2007 file will be available in late 2008. The ESP:VAERS potential events to events identified by
having a separate VSD programmer apply the ESP:VAERS logic to the VSD data. The ESP:VAERS and
VSD data will be based on the same patient population and original clinical files, thereby providing a perfect
testing group to assess the performance of the ESP:VAERS system. The specific comparisons are
described below.

D.3.3.1 Comparison of the rate of adverse event identification: This assessment will compare the rate
of potential adverse events per vaccine visit identified by the ESP:VAERS and VSD algorithms. This
measure will be the same one used in the CRT and descriptive analyses. The results will be described
overall and stratified by vaccine type and diagnosis (e.g., seizure).

D.3.3.2 Concordance of identified events, ESP:VAERS versus VSD:. Concordance tables for each
outcome will be constructed to illustrate any differences in the two approaches. Findings will be reported
descriptively. If the evaluation identifies potential adverse events that were detected by VSD but not
detected by ESP:VAERS we will conduct a comprehensive reviewed to determine why the event was not
identified by the system.

D.4 Distribute documentation and application software developed and refined
in Aims 1 and 2 that are portable to other ambulatory care settings and to
other EMR systems.

Our final specific aim requires that the deliverables we produce to achieve our specific aims 1 and 2
are interoperable, widely accessible, and useful to other groups working in this domain. To facilitate this, we
will ensure that there are as few practical and legal barriers as possible that might prevent or inhibit other
groups, including commercial entities, from taking advantage of our work. In addition, interoperable
standards, high levels of security, and solid engineering will be used. Finally, our work will be made well
known to potential users through appropriate partnerships, widely published, and readily accessible to
potential collaborators. Our goal is to make it as easy as possible for interested and technically competent
groups to reuse, adapt, and improve our work, requiring at most modest programmer effort to reconfigure
our HealthOne EpicCare adapter for each new EMR system. Under the LGPL, source code for any of these
adapters distributed by any vendor, must be shared. We hope and anticipate that these distributors would
become collaborators, writing a library of adapters for a wide range of EMR systems, and supporting a
community of users, as is the case with BioConductor®*®® and more recently Rgenetics,*® and many other
vigorous open-source projects such as the thousands based at SourceForge.”® For practical reasons, we
specifically do not propose resources to support naive end users. Although installing, configuring and
running the code we make available will always be possible, it will never be trivial, so substantial in-house or
purchased support will always be required. Large health plan and large group practices with consolidated
EMR systems offer the best return on any given installation investment.

D.4.1 Engineering, operating system and software infrastructure: Our deliverables will be developed,
and will run efficiently, on freely distributable software infrastructure using interoperable standards because
proprietary engineering standards or costly software infrastructure would be a barrier to widespread
adoption and interoperability. The infrastructure components we will use (detailed below) are widely used
and freely available for both Windows and Linux operating systems. They were used in our successful
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development and deployment of the ESP system, so they are familiar to our team and are known to work
well. We will build upon the existing ESP code base since it is mature, and provides an established
mechanism for maintaining and querying an independent database of all daily EMR transactions.

For reasons of security, performance, and cost, our development environment and the
recommended operating system for server deployment is the freely distributable Linux operating system —in
particular, CentOS®” v4.4. However, at all stages during development, at least one developer will regularly
test our code using the Windows operating system on a workstation desktop.

The CDC Public Health Information Messaging System* (PHIN-MS) package will be used for secure
HL7 message transmission. The Python language (http://python.org) will be used for most general
programming, with Java (http://java.sun.com/) components as needed for PHIN-MS interfaces and
messaging. Developers will regularly check in code and documentation changes to our current Subversion®
infrastructure, used to manage all of our source code development and for versioning and release
management.** All system automation will be deployed using timed batch (cron) jobs, with automated
forwarding of error logs to our system administrator for attention in case of problems arising at the remote
site. The web application framework we will use is Django (http://djangoproject.com), written mostly in
Python and providing an Object Relational Mapper (ORM) interface that works transparently with most of
the widely used relational database management systems (RDBMS), including freely distributable
PostgresSQL, SQLite and MySQL, together with the commercial Oracle package if needed for extremely
large and high volume environments. Our preferred web server is Apache v2 (http:/apache.org). For
medium to high volume sites, of the order of tens to hundreds of millions of records each year such as
HealthOne (see C.4.1), the RDBMS we will use for development and recommend for production deployment
is MySQL v4.2 (http://www.mysqgl.com/), since in our experience with ESP, it works very well at these
scales on commodity hardware. SQLite (http://www.sqglite.org/) is an embedded, “zero configuration”
RDBMS. In developing the ESP system, our tests demonstrated that SQLite provides satisfactory
performance to and beyond 10 million total records on recent high-end Windows desktop machines, offering
a relatively simple, and low cost solution, for small practices.

D.4.2 Licensing: We will use freely distributable software infrastructure. All code we write will be distributed
under the Lesser General Public License,”' chosen because it is compatible with commercial exploitation
under specific conditions. The terms of the license under which this is permitted essentially oblige anyone
distributing derived products (defined in the text of the license) to make all bug fixes and improvements
available as source code. We have had considerable success with this arrangement in creating viable and
mutually beneficial partnerships with commercial organizations such as those between the Rgenetics®
project and commercial vendors such as InforSense®® described in C.3.1 above.

D.4.3 Source code distribution: Subversion®® is a widely adopted as an interoperable standard for
anonymous source code distribution in community supported projects, including Bioconductor,®® Rgenetics®
and all projects hosted at SourceForge.”® Source code versioning will be managed in our Subversion
repository,> from where it will be freely available for download in the same way as is currently available for
the ESP project** for any developer with access to Subversion® software, packaged with almost all Linux
installations and freely available for Windows workstations.®®

D.4.4 Support for distributed software: Although we will have limited resources available to provide
support outside HealthOne, we will use the Trac (http://trac.edgewall.org/) software package to provide a
publicly accessible resource in order to manage software source code and documentation distribution,
trouble tickets, and announcements for any collaborators working with our source code. In the longer term,
a community of users can use this resource to collaborate and provide additional mechanisms for support,
as is the case with the BioConductor®™®® and more recently Rgenetics* open-source communities. We will
extend the existing ESP public support infrastructure* to include ESP:VAERS as an optional module,
authorizing collaborating developers to post and manage trouble tickets and commit code and
documentation changes.

D.4.5 Partnerships and partners: In addition to our established collaborations with HealthOne (see Letter

of Support from Dr. Richard Marshall), external collaborations are vital to the success of our project.
Technical contacts, vendor contacts, and essential documentation enabling us to plan and prepare this
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proposal were kindly made available by officials from the CDC (see Letter of Support from Dr. Robert
Davis). With their help, the current HL7 specification being used in the pilot project in Michigan has been
provided to us by the vendor involved in that project, and we have established direct communication with
appropriate technical contacts to work with us when we design, test, and deploy our HL7 VAERS reports
and PHIN-MS messaging systems as described above.

D.4.6 Standards and Interoperability: All data structures, engineering and infrastructure will be to
applicable ANSI-HITSP standards where these have been proposed® or ratified. For example, our security
infrastructure will rely on SSH and SSL.*® HL7 will be used where appropriate for patient and related data
exchange.® Where specific ANSI-HITSP recommendations or endorsed standards are not available, we will
use widely used open standards supported by the open-source communities that provide the software
infrastructure we have chosen.

D.4.7 Publication and dissemination: We will publish details and results from our proposal in peer-
reviewed literature, in order to ensure that other potential users of our work are made aware of its
availability. Installation and configuration will require appropriate technical expertise, and access to the host
EMR, so our targets for dissemination will primarily be commercial vendors and IT groups who support
clinician users of EMR systems. We will ensure that these groups are aware of the location and accessibility
of the source code and documentation on the project web site that will be added to the ESP site,*® and
Subversion repositories® as described in D.4.4 above. We intend specifically to work with EMR vendors to
facilitate their linking ESP:VAERS to the their products. The specific license we will release under permits
commercial entities to use and improve our code, but ensures that this is an equitable arrangement, so all
users benefit.

D.4.8 Potential pitfalls: Risk of technical failure for this proposal are relatively low since the team has a
long track record of technical success. Similarly, we have worked together as a team for nearly 6 years and
have a longstanding relationship with CDC staff, so failure of collaboration seems unlikely to occur. Whether
any of the major EMR system or other vendors will collaborate is not clear at this stage. Although our
deliverables will be readily available, vendor uptake cannot be guaranteed. Our proposal will lower the price
of entry into a potentially expanding service and support market. As described above in the Rgenetics
project for example, vendors are willing to work with the LGPL licensed collaborative model that we
propose, particularly if it is in their strategic interests.®® A working system such as the one we will create and
distribute would obviate the substantial business risk associated with software development, so it seems
reasonable to be optimistic and assume that they may choose to collaborate.

D.4.9 Significance: We have chosen well tested and well supported freely redistributable infrastructure
components that can be readily transported to a wide variety of informatics environments. Our proposed
dissemination web presence will be an extension of the current ESP site.>® All of these components, and
our informatics approaches, have been developed, and proven to work well, in similar large-scale systems
that we have already deployed. We will ensure that our deliverables function reliably, comply with all
relevant informatics standards to enhance interoperability, provide appropriate protection of patient privacy,
are licensed and available in a manner that facilitates broad partnerships, and are built to best practice
design and engineering standards. Achieving these aims would lead to very great gains in the quality and
completeness of vaccine safety data, enabling ongoing improvement in the safety of vaccination programs,
and lead to improved quality of health care.
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D.5 Timeline

Year 1 (2007 - 2008) Year 2 (2008 - 2009)

5 July- Oct- Jan- Apr- July- Oct- Jan- Apr-
D.5 ESP:VAERS Project Dissemination Timeline Sept Dec Mar June Sept Dec Mar June

D.1. identify the daia elements, and refine algorithms to detect vaccine adverse events in
electronic medical records from routine ambulatory encounter data

- develop, custom tailor, validate & test AE criteria to assess these parameters for new or abnormal values that
might be suggestive of an adverse effect X X

- development of HL7 messages code for ESP:VAERS to ensure secure transmission to CDC via PHIN-MS
- setup of HealthOne PHIN-MS server

- design case-management website X
- begin VAERS code implementation within ESP

- HI7 'live’ message testing within selected sites, begin data collection

> > X
X X X

D.2 Automatically prepare and securely submit clinician approved electronic VAERS reporis

- refine secure, automated HL7 message specifications & complete test-phase with CDC
- implement acceptance testing for VAERS within ESP

- development of clinician alert system within EpicCare system user interface

- go-live with case management website, ongoing monitoring, data collection

- HealthOne clinician training, evaluation & ongoing support

- refine rules for non-statutory AE X X
D.3. Evaluate the performance of ESP:VAERS

- comprehensive evaluation of overall ESP:VAERS performance characteristics X X X
- comparison of ESP:VAERS to suspected adverse events as identified by the VSD via ongoing vaccine safety

research X
- formal data analysis, manuscript preparation X

- cluster randomized trial for comparison of passive vaccine safety surveillance by affiliated clinicians via review
of VAERS reports X X X X

- formal data analysis, manuscript preparation

2 M X
2K > > X X

>

-distribution of HealthOne provider survey to obtain clinician & administrator system feedback

- descriptive reporting of results & incorporation of feedback into final version of ESP:VAERS

x X XX

D.4 Distribute documentation and application software developed and refined in Aims 1 and
2 that are portable to other ambulatory care seitings and to other EMR systems.

- widespread dissemination of ESP:VAERS offered through MA-SHARE
- establish and maintain accessible resource for distribution of software source code X X X X X X X

> x
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PROTECTION OF HUMAN SUBJECTS

ESP:VAERS will receive full IRB approval via Harvard Pilgrim Healthcare, as well as through the individual
IRB mechanisms at all participating institutions prior to the start of proposed research activity.

1. Risks to the subjects

A. Human Subjects Involvement and Characteristics

o Involvement of human subjects in the work outlined in the Research Design and Methods section

Patient information used in this proposal is already being collected as part of routine medical care and no
interviews, questionnaires or other collection of new data from any patient is proposed.

o Characteristics of the subject population

The goal of the proposed project is to include all ethnic/racial and sex/gender categories within the scope of
study. ESP:VAERS will the entire adult and pediatric population served by HealthOne will be included in our
adverse event surveillance system. However, since these cases have yet to be identified, the exact
distribution of this information is unknown. HealthOne serves a full spectrum of patients that reflects the
broad diversity of Eastern Massachusetts. A recent analysis suggests that the population served by
HealthOne is 56% female, 16.6% African American, 4% Hispanic. The prevalence of type 2 diabetes in the
adult population is 5.7%. About a quarter of the HealthOne population is under age 18.

o Criteria for inclusion or exclusion of any subpopulation

Inclusion will involve receiving a vaccine during the study period. Those excluded from this study will be
individuals who do NOT receive a vaccine during the study period. In collaboration with Federal authorities,
we will conduct a trial of vaccine safety reporting mechanisms, but this will involve randomization of
physician reporting methods for vaccine adverse events, and will have no direct impact on usual medical
care for individual patients that may, or may not, be included in reports to the appropriate Federal
authorities.

o Rationale for the involvement of vulnerable populations, such as fetuses. neonates. pregnant
women, children, or others who may be considered

We are confident that our IRB will find that the proposed research presents a reasonable opportunity to
further the understanding, prevention, or alleviation of serious vaccination adverse events affecting the
health or welfare of children and other vulnerable populations.

In addition, all of our research protocols will be approved and our research will be overseen by the
Institutional Review Boards of the relevant institutions, and we will follow all established regulatory and
other procedures including HIPAA, required to ensure patient privacy.

B. Sources of Materials

o Describe the research material obtained from living human subjects in the form of specimens,
records, or data.

Our research will be conducted using data already present within existing patient electronic medical records
(EMR'’s) only. No direct patient contact and no interventions to alter usual medical care are
proposed in any of our research. Patient information used in this proposal is already being collected as
part of routine medical care and no interviews, questionnaires or other collection of new data from any
patient is proposed.
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o Describe any data that will be recorded on the human subjects involved in the project, including
when specimens, records, or data are collected and whether new material or data will need to be
collected specifically for this proposed research project

Those patients who have been given a vaccine within the study period will be entered into a registry
database table for prospective follow-up for adverse reactions and for counting the total number of doses
administered. If one of these vaccinated patients has a medical encounter (office visit, urgent care visit,
telephone encounter) within the 30 day period after the vaccine has been administered, then ESP:VAERS
will analyze laboratory tests, medication prescriptions, allergy data, and ICD9 diagnostic codes associated
with the encounter.

o Linkages to subjects, and indicate who will have access to subject identities

All identifiable patient information will be retained under the control of HealthOne staff already responsible
for securing electronic medical records. Data on study subjects will be handled by authorized individuals
operating under strict confidentiality protocols. These staff-persons are familiar with the procedures for
handling PHI, as they must adhere to them in their routine handling of patient data for other purposes and
have all signed active confidentiality agreements. Only specific staff needing access to identifiable data for
record review purposes will be authorized viewers of this information, and all staff work under a strict set of
rules established to protect patient confidentiality. Strong encryption will be used to protect patient privacy
when transmitting electronic notification of individual patient adverse events to the appropriate Federal
authorities. In addition, all computing involving patient-level data is performed on a secure password and
firewall protected system.

C. Potential Risks

At most, minimal risks to the subjects are envisioned. The only risk, that of revelation of PHI, is expected to
be no greater than it is under current VAERS reporting practices and is reasonable compared to the
importance of improving vaccine safety and other adverse event reporting and surveillance.

2. ADEQUACY OF PROTECTION AGAINST RISKS

Security measures are in place at HPHC and HealthOne and the Channing Laboratory at Brigham &
Women's Hospital in order to protect patient privacy. The proposed work, intended to improve reporting
and surveillance, includes robust physical, programming, and personnel-training security measures, making
unintentional disclosure of PHI highly unlikely.

A. Recruitment and Informed Consent

No subjects will be recruited, as all study population data is routinely collected as collected as part of the
patients electronic medical record (EMR) .

B. Protection Against Risk

As previously stated, all identifiable patient information will be retained under the control of HealthOne staff
already responsible for securing electronic medical records. Data on study subjects will be handled by
authorized individuals operating under strict confidentiality protocols. These staff-persons are familiar with
the procedures for handling PHI, as they must adhere to them in their routine handling of patient data for
other purposes and have all signed active confidentiality agreements. Only specific staff needing access to
identifiable data for record review purposes will be authorized viewers of this information, and all staff work
under a strict set of rules established to protect patient confidentiality. Strong encryption will be used to
protect patient privacy when transmitting electronic notification of individual patient adverse events to the
appropriate Federal authorities. In addition, all computing involving patient-level data is performed on a
secure password and firewall protected system.
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3. POTENTIAL BENEFITS OF THE PROPOSED RESEARCH TO THE SUBJECTS AND OTHERS

Given that the CDC will be the recipient of all VAERS reports resulting from the proposed research and has
explicitly stated support for collaboration with this study, we believe that an increase in the volume,
timeliness, and accuracy of these reports will serve to only further benefit the ultimate mission of VAERS
reporting as it pertains to overall public health & safety.

4. IMPORTANCE OF THE KNOWLEDGE TO BE GAINED

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in
vaccination depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected
adverse effects are rapidly identified. Our goal is to improve the quality of vaccination programs by
improving the quality of physician adverse vaccine event detection and reporting to the national Vaccine
Adverse Event Reporting System (VAERS).
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Inclusion of Women and Minorities

The entire adult and pediatric population served by HealthOne will be included in our vaccine adverse event
surveillance system, ESP:VAERS. However, since these cases (all patients receiving a vaccine within the
study period) have yet to be identified, the exact distribution of this information is unknown.

HealthOne serves a full spectrum of patients that reflects the broad diversity of Eastern Massachusetts. A
recent analysis suggests that the population served by HealthOne is 56% female, 16.6% African American,
4% Hispanic. The prevalence of type 2 diabetes in the adult population is 5.7%. About a quarter of the
HealthOne population is under age 18.
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Targeted/Planned Enroliment Table
This report format should NOT be used for data collection from study participants.

Study Title: Electronic Support for Public health: Vaccine Adverse Event Reporting System (ESP:VAERS)

Not yet determined — dependent on distribution of HealthOne patients receiving a
Total Planned Enrollment: vaccine during the study period.

TARGETED/PLANNED ENROLLMENT: Number of Subjects

Sex/Gender

Ethnic Categor
gery Females Males Total

Hispanic or Latino

Not Hispanic or Latino

Ethnic Category: Total of All Subjects *

Racial Categories

American Indian/Alaska Native

Asian

Native Hawaiian or Other Pacific Islander

Black or African American

White

Racial Categories: Total of All Subjects *

* The “Ethnic Category: Total of All Subjects” must be equal to the “Racial Categories: Total of All Subjects.”
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Inclusion of Children

Any child receiving a vaccination during the ESP:VAERS study period will be included within the study
population. Those children excluded from this study will be individuals who do NOT receive a vaccine
during the study period since there is no risk of an adverse reaction resulting from a vaccination.
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February 2, 2007

Ross Lazarus, MD, MBBS, MPH
Department of Ambulatory Care
, and Prevention

Harvard Medical School

Boston, MA

DearDr Lazarus

This letter cordinns!he stmng interest and-enthusiastic support of the Center for Disease
Contral's Immunization Safety Office. (ISO) for your proposed project, ESP-VAERS C
"Electronic Support for Public Heatth - Vactine Adverse Event Reporlmg System®, Yowf
intention to create software to prospectively identify potential vaccine adverse effectsin. -
electronic medical records, and to facilitate clinicians' evaluation and slectromic repodmg ¥
to VAERS, will constitute an important, exdting, and long-awaited advance in the field of
vaccine safety. The capability you hope-to create will serve both individual dinicians as

~ well.as national et‘rorts

| see several |mpoﬂant sh'engths to your work. First, | am pleased to see that you plan
to study the effécts of an advance in technology by using a randomized. cinical trial. -
This study design will provide the strongest evidence to clinicians and policy makess
alike as to the benefit of this system. Second, by and large this system willbe
trangparent to clinicians — that is, it will not impede the clinician’s day-to-day clinical -

practice. However, in lhe event that there is a suspect vaccine adverse evert, d‘n_‘ucaans

can submit feports with very littie effort (in fact, this system will likely save time
cornpared with the more cumbersome system currently in place). Third, the abﬁity of this -
system to: ga‘lhar fin the background, using ‘avaitable electronic deta), more '
information- about the vaccinated individuals, and the ability of the system to provﬁe data
on the entire population of persons who were immunized, will be important -
enhancements to current reporting systems. Fourth and finally, the fact that your

software will be open source and ig designed work in a wide range of software _
environments will create the right conditions for fts widespread adoption. All of these ame
important additions to your earlier work on elicked surveillance refarence here”.

It is'important for me to'note that c:onductmg this work in dmm‘l prad:oes that curremiy
participate in the COC's Vaccine Safety Datalink (VSD), (which the Immunization Safety
Office leads), means thiers will be substantial opportunities for the VSD to cotatorate in
ensuring the success of this new research. Your plan to use VSD information as the
gold standard for assessing the performance characteristics of your software is one
excellent example of this collaboration, and | exaect there will be others.

In addition m encouragmg further alsgnment of me VSD to facititate your work, | wm be
having VAERS staff work with you to address the wide range of technical i ussues that are
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sure to arise, to deve!op standards goveming which events: should be reported, and to
support the randomized clinical trial that you will conduct to evaluate the nmpact m‘ tms
system. _ _

- Finally, | will mention that it makes great sense to me to build this wark on the e:mtmg
programs and activities of Harvard's CDprported Center of Excaftence in Public
Health Inforrpatics. Combmmg the accumulated resources and expertise of the Center
of Excellence and VSD will allow you to make great strides qwddy o

Smcere%y yours

Robert L Davis, MD, MPH
Director, Immunization Safety Office
Centers for Disease Prevention and Control
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Centers for

Education &
Research on
Therapeutics

a program of the Agency for Healthcare Research and Quality

February 2, 2007
Ross Lazarus, MBBS, MPH, MMED
Department of Ambulatory Care & Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave., 6™ Floor
Boston, MA 02115

Dear Ross:

This letter is to document the enthusiastic support of the Steering Committee of the Centers for Education
& Research on Therapeutics (CERTS) for your proposed study entitled “Electronic Support for Public
Health: Vaccine Adverse Event Reporting System (ESP:VAERS).”

Your proposed study addresses a crucial area in therapeutics: the need to improve adverse event detection
and reporting for vaccines. The ESP:VAERS has the potential to substantially increase the number,
completeness, and timeliness of case reports submitted to the CDC compared to the existing spontaneous
reporting system. Your initiative to provide electronic monitoring of adverse events for vaccines is an
important one.

As you know, CERTs is a program administered by the Agency for Healthcare Research and Quality
(AHRQ), in consultation with the Food and Drug Administration. It was authorized by Congress as part
of the Food and Drug Administration Modernization Act of 1997 (Public Law 105-115). The vision of the
CERTSs program is to serve as a trusted national resource for people seeking to improve health through the
best use of medical therapies. The mission of the CERTs is to conduct research and provide education that
will advance the optimal use of drugs, medical devices, and biological products.

Your aim — to determine if electronic monitoring will improve the detection and reporting of adverse
events for vaccines — will clearly advance the CERTs mission. Therefore, the Steering Committee
wholeheartedly supports your application.

Sincerely,

Hu/‘{« H Y adoen My D /B

Hugh H. Tilson, MD, DrPH
Chairman, CERTs Steering Committee

CERTs Coordinating Center
Duke University Medical Center
P.O. Box 17969 = Durham, NC 27715 = FAX: (919) 668-7166 = PHONE: (919) 668-8543
www.certs.hhs.gov
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The Commonwealth of Massachusetts
Executive Office of Health and Human Services
Department of Public Health
250 Washington Street, Boston, MA 02108-4619

DEVAL L. PATRICK
GOVERNOR

TIMOTHY P. MURRAY
LIEUTENANT GOVERNOR

JUDYANN BIGBY, MD
SECRETARY

~ PAUL J. COTE, JR.
COMMISSIONER

Ross Lazarus, MD, MBBS, MPH
Department of Ambulatory Care and Prevention
Harvard Medical School

Dear Dr. Lazarus,

This letter is to express my strong support of your AHRQ Enabling Quality Measurement through Health IT
proposal entitled ESP:VAERS. Your intention to create software to prospectively identify potential vaccine adverse
effects in electronic medical records, and to facilitate clinicians' evaluation and electronic reporting to VAERS, will
constitute an important advance in vaccine safety. The capability you will create will serve individual clinicians as
well as state and national programs.

The very high level of public health experience and academic expertise along with the technical and informatics
skills of your group has formed a solid foundation for the success of our collaborations over the past 6 years. Your
group has been critical not only in the success of our syndromic surveillance projects, but also in integrating the
alerts from this system with our Health Alert Network (HAN). This effort helped define the standards for electronic
HAN to HAN communications across states.

As described in your proposal, the ESP software produced by your group, as part of our CDC Center of Excellence
in Public Health Informatics project, is currently deployed at HealthOne, securely reporting statutory notifiable
disease cases as HL7 messages, to our ELR system, for immediate transfer to appropriate officials, providing a new
and efficient source of accurate and complete case reports. Your team quickly delivered valid HL7 messages and
batch wrappers, to our ELR SOAP server, according to our specifications, and worked with our vendor on
extensions we needed for ESP to report treatment to the ELR, in a very proficient, deft and professional manner.

Your proposal has our support, because our experience has shown your team has the range of skills needed and is
capable of successfully integrating and completing the public health, validation, technical, and informatics tasks
described in your proposal. In addition, our long collaborative experience suggests that your proposed collaboration
with the CDC, FDA and their vendors, will proceed smoothly and professionally.

Additional functions will make the whole ESP software base even more sustainable and flexible, helping us and
others to improve public health surveillance from electronic ambulatory care records in Massachusetts and
elsewhere. The ESP system appears to be technically sound, stable and mature and source code is readily available.
Since your systems are, and will be, adaptable, freely distributable, available for commercial vendors, and designed
work in a wide range of software environments, there are no obvious barriers to their widespread adoption and
prolonged sustainability.

/M

James Daniel, MPH
Chief Information Officer
Massachusetts Department of Public Health

Smcerely yours,
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Harvard
Vanguard

Medical Associates

A major teaching affiliate of Harvard Medical School

January 31, 2007

Ross Lazarus, MBBS, MPH, MMED

Department of Ambulatory Care & Prevention
Harvard medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6™ Floor

Boston, MA 02115

Dear Dr. Lazarus:

On behalf of the HealthOne Care System, I should like to confirm our enthusiastic support for
your proposal to develop ESP-VAERS, a near real-time vaccine adverse event detection,
clinician query, and automated reporting system that will be implemented in our practices. As
you know, HealthOne is the largest independent physician network in Massachusetts with
approximately 600 physicians serving 600,000 patients from across the greater Boston area. We
now completing system-wide deployment of EpicCare, a sophisticated electronic medical record
system that is used to document every patient encounter. HealthOne has always been a leader in
harnessing clinical information systems to improve the care of both individuals and our patient
population at large. We see your proposed ground breaking work in automated vaccine adverse
event detection and reporting as continued progress for patient safety and physician practice.

We have a had very productive relationship with your research team on other projects and know
that this proposal will be successful. To date, we have worked together to use automated data
streams from our electronic medical record system for syndromic disease surveillance and for
communicable disease detection and public health reporting. We also are currently using a
simplified clinician-elicited vaccine adverse event surveillance system created by your group for
our pediatric patients. This shared experience augurs well for further fruitful collaboration on
the design, data interfacing, and elicitation of clinician participation in this new venture.

In particular, HealthOne anticipates being able to provide the following (pending Institutional
Review Board approval of your planned activities):

e Continued timely access to the full range of codified EpicCare data that is currently being
sent to the ESP server located within the HVMA firewall at the Kenmore Computing
Center.

e Information Systems expertise to support creation of an interactive interface between
ESP and EpicCare in order to enable ESP to communicate suspected adverse events to
the responsible clinician via EpicCare’s secure internal clinician mail system

e Permission to pilot ESP-VAERS on a small subset of clinicians and vaccines in order to
validate your algorithms and informatics structures

Kenmore

133 Broeklire dh\Gupgsort (617) 421-1000 Page 103
Boston, MA 02215-3904 www.harvardvanguard.org
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e Permission for scaled deployment of ESP-VAERS across HealthOne once you have
demonstrated smooth functioning of the system and minimal interference with clinician
workflow.

e We will work with you to inform HealthOne clinicians about ESP-VAERS and to win
their agreement to participate in reviewing personalized alerts about possible adverse
effects suffered by their patients

e Permission to retain one year’s worth of patient data on the ESP server at any one time

and permanent records of all cases reported to the Vaccine Adverse Event Reporting
System (VAERS)

We are confident that you and your team will continue to use our data in a responsible manner

that respects all applicable patient privacy laws. We look forward to a mutually beneficial
collaboration on this exciting new project.

Yours Sincerely,

Rildansbatd MD

Richard Marshall, MD
Chief Medical Officer
Harvard Vanguard Medical Associates
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PHS 398 Checklist

OMB Number: 0925-0001
Expiration Date: 9/30/2007

1. Application Type:

From SF 424 (R&R) Cover Page. The responses provided on the R&R cover page are repeated here for your reference, as you answer
the questions that are specific to the PHS398.

* Type of Application:

@ New (O Resubmission (O Renewal (O Continuation (O Revision

Federal Identifier: [GRANT00204125

2. Change of Investigator / Change of Institution Questions

[JChange of principal investigator / program director

Name of former principal investigator / program director:

Prefix: | ]
* First Name: [
Middle Name: | |
* Last Name: |
Suffix: | |

[JChange of Grantee Institution

* Name of former institution:

3. Inventions and Patents (For renewal applications only)

* Inventions and Patents: Yes O No O

If the answer is "Yes" then please answer the following:

* Previously Reported: Yes O No O
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OMB Number. 0925-0001
Expiration Date: 9/30/2007

4. * Program Income

Is program income anticipated during the periods for which the grant support is requested?

OVYes @®No

If you checked "yes" above (indicating that program income is anticipated), then use the format below to reflect the amount and
source(s). Otherwise, leave this section blank.

*Budget Period *Anticipated Amount ($) *Source(s)

5. Assurances/Certifications (see instructions)

In agreeing to the assurances/certification section 18 on the SF424 (R&R) form, the authorized organizational representative agrees to
comply with the policies, assurances and/or certifications listed in the agency's application guide, when applicable. Descriptions of
individual assurances/certifications are provided at: http:/grants.nih.gov/grants/funding/424

If unable to certify compliance, where applicable, provide an explanation and attach below.

Explanation: | |
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Appendix lil: Active surveillance of vaccine safety: a system to detect early signs of
adverse events.

Citation

Davis RL, Kolczak M, Lewis E, Nordin J, Goodman M, Shay DK, Platt R, Black S,
Shinefield H, Chen RT. Active surveillance of vaccine safety: a system to detect early
signs of adverse events. Epidemiology. 2005 May;16(3):336-41.

Abstract

BACKGROUND: There currently are no population-based systems in the United States
to rapidly detect adverse events after newly introduced vaccines. To evaluate the
feasibility of developing such systems, we used 5 years of data from 4 health
maintenance organizations within the Centers for Disease Control and Prevention (CDC)
Vaccine Safety Datalink. METHODS: Within every year, each week's vaccinated children
were followed for 4 weeks, and rates of adverse events were compared with rates
among children of similar ages before the introduction of the new vaccine. We assessed
risks for intussusception after rotavirus vaccination and risks for fever, seizures, and
other neurologic adverse events after the change from whole cell diphtheria-tetanus-
pertussis (DTPw) to acellular DTP vaccine (DTPa). We used sequential probability ratio
testing, adjusted for age, sex, calendar time, season, and HMO, and with a stopping
value based on the probability of an adverse event under the null hypothesis and under
a preset alternative hypothesis. RESULTS: We detected an increase in intussusception
after 2589 vaccine doses of rotavirus vaccine, about the same time initial reports of
intussusception were made to the Vaccine Adverse Events Reporting System.
Decreases in risk for fever, seizures, and other abnormal neurologic events became
detectable within 12 weeks, 42 weeks, and 18 months, respectively, after the change
from DTPw to DTPa. CONCLUSIONS: We conclude that it is feasible to develop
systems for rapid and routine population-based assessments of new vaccine safety.

Online
http://Awww.ncbi.nim.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=158
24549&dopt=Abstract
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Appendix lI: Electronic medical record Support for Public health (ESP): Automated Detection
and Reporting of Statutory Notifiable Diseases to Public Health Authorities;
(submitted to Advances in Disease Surveillance)

Electronic medical record Support for Public health (ESP): Automated Detection and

Reporting of Statutory Notifiable Diseases to Public Health Authorities

Michael Klompas MD,? Ross Lazarus MBBS,? James Daniel MPH,® Gillian Haney MPH,?
Francis Campion MD,* Benjamin Kruskal MD PhD,* Xuanlin Hou MSc,? Alfred DeMaria
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Abstract

Clinician initiated reporting of notifiable conditions is often delayed, incomplete, and lacking in
detail. We report on the deployment of Electronic medical record Support for Public health
(ESP), a system we have created to automatically screen electronic medical record (EMR)
systems for evidence of reportable diseases, to securely transmit disease reports to heaith
authorities, and to respond to queries from health departments for clinical details about
laboratory detected cases. ESP consists of software that constructs and analyzes a temporary
database that is regularly populated with comprehensive codified encounter data from a medical
practice’s EMR system. The ESP database resides within the host medical practice’s firewall,
configured on either a central workstation to service large multi-site, multi-physician practices or
as a software module running alongside a small practice’s EMR system on a personal
computer. The encounter data sent to ESP includes patient demographics, diagnostic codes,
laboratory test results, vital signs, and medication prescriptions. ESP regularly analyzes its
database for evidence of notifiable diseases. When a case is found, the server initiates a
secure Health Level 7 (HL7) message to the health department. The server is also able to
respond to queries from the health department for demographic data, treatment information, and
pregnancy status on cases independently reported by electronic laboratory systems. ESP is
designed to be compatible with any EMR system with export capability: it facilitates translation
of proprietary local codes into standardized nomenclatures, shifts the analytical burden of
disease identification from the host electronic medical record system to the ESP database, and
is built from open source software. The system is currently being piloted in Harvard Vanguard
Medical Associates, a multi-physician practice serving 350,000 patients in eastern
Massachusetts. Disease detection algorithms are proving to be robust and accurate when
tested on historical data. In summary, ESP is a secure, unobtrusive, flexible, and portable

method for bidirectional communication between EMR systems and health departments. Itis



currently being used to automate the reporting of notifiable conditions but has promise to

support additional public health objectives in the future.

MEDICAL SUBJECT HEADINGS (MeSH):
Public Health Practice

Epidemiologic Measurements
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"No health department, State or local, can effectively prevent or control disease without
knowledge of when, where, and under what conditions cases are occurring.”

Introductory statement printed each week in Public Health Reports from 1913 through 1951

INTRODUCTION

For over 100 years, public health authorities have actively tracked the incidence and
geography of communicable diseases as a first step towards understanding and preventing their
spread.” The adoption of direct electronic reporting by clinical laboratories has increased the
breadth and efficiency of reporting for many diseases.>® Laboratory reporting systems,
however, have not obviated the need for clinician participation in reporting. Some reportable
diseases are only established by a clinical impression, such as pelvic inflammatory disease or
culture negative tuberculosis. Other diseases require clinician interpretation of laboratory
results; examples include Lyme disease and acute hepatitis C. In addition, electronic laboratory
reporting systems do not provide detailed demographic data on patients or pertinent clinical
details such as symptoms, treatment rendered, and pregnancy status. Clinician reporting,
however, is dependent upon clinician initiative and is still largely done manually by mail, fax, or
telephone. Some jurisdictions have instituted web-based reporting systems but these continue
to depend upon clinician initiative to report.* Unfortuhately, clinician initiated health reporting
suffers from incomplete capture of incident infections, incomplete descriptions of case data,
delay between detection and processing of reports, and substantial administrative cost for
manual processing of reports.*®” In light of these limitations of current reporting, we have
created an electronic system to automate the detection and reporting of notifiable conditions by
leveraging the information coded into electronic medical record (EMR) systems. The name of
the system is Electronic medical record Support for Public health (ESP). It supports secure,
bidirectional communication between EMR systems and health departments. It detects and

reports notifiable conditions identified from clinician’s medical records. It can also report specific



patient level clinical information to health authorities in response to health department queries

about patients identified independently by electronic laboratory reporting. The system has been
developed using the EpicCare EMR system® at Harvard Vanguard Medical Associates (HVMA),
a multipractice physician group serving 350,000 patients in Eastern Massachusetts. It has been

designed, however, to be compatible with any EMR system that has export capability.

Conceptual framework

ESP is designed to embody the following principles:

1. Automatic — shifts the initiative for reporting from health care providers to electronic systems.
2. Unobtrusive — invisible to clinicians during routine clinical care; transfers analytical workload
away from the host EMR server so as not to interfere with clinical computing.

3. Secure - employs stringent measures to protect sensitive clinical data.

4. Universal - designed to be compatible with almost any electronic medical record system.

5. Flexible — easily accommodates rule modifications to detect new conditions or improve the
detection of existing conditions.

6. Provider controlled — clinical data is stored on the provider's premises and cases can be

reviewed for approval prior to transmission.

METHODS
Architecture

ESP consists of a database and analytical software placed within a medical practice.
The database is regularly populated with specific data elements extracted from each encounter
recorded in the practice’s EMR system. ESP analyzes the database nightly for evidence of
notifiable conditions. When notifiable conditions are identified, ESP formats Health Level 7
(HL7) message and initiates a secure, encrypted electronic message to the state health

department. ESP is also able to respond to HL7 messages from the health department



containing queries for clinical details about cases reported directly by laboratories. Practices
with multiple locations that share an integrated EMR system can be accommodated by a single
central ESP server. Our initial deployment, for example, uses a single server located in the
practice’s central data center to serve 16 different clinical sites. ESP can also be configured for
small practices as an independent software module that can run on a practice’s microcomputer.

The model of an independent database and analytical software system housed on a
practice's premises and secured by the practice’s staff was selected for the following reasons:
1) to avoid interference with clinical operations by offloading analytical and processing burden
from the host EMR system; 2) to permit flexibility to frequently modify ESP case detection
algorithms without interfering with the host EMR system; 3) to secure confidential patient
information by retaining all data behind the practice’s electronic firewall until a message is sent
to the health department; and 4) to allow porlaibilily of ESP to a wide array of EMR systems with
different internal structures, proprietary codes, and analytical capabilities.

The ESP database is regularly populated with data extracts of encounter data sent by
the host EMR system via ftp protocol. The source EMR system formats the clinical data into a
defined sequence of delimited text fields containing patient derhographics, diagnostic codes,
laboratory orders, laboratory results, medication prescriptions, vital signs, and pregnancy status.
Clinician notes and other free text entries are not currently included. ESP has a built-in code
remapping tool to convert local codes into standardized nomenclatures that can be analyzed by
ESP. Laboratory test codes are translated into logical object identifier names and codes
(LOINC), result names are translated into systematized nomenclature of medicine (SNOMED)
codes, diagnoses are translated into ICD9 codes, and prescribed medication codes are
translated into national drug code (NDC) numbers. The ESP code remapping tables are
maintained and managed by authorized practice staff using a local ESP web application.

When a case is identified, ESP queries the database for additional clinical information of

importance to the health department including pregnancy status and relevant prescriptions. The



system also assesses recent ICDS codes and vital signs to determine whether the patient was
symptomatic (for example, recorded temperature for presence of fever; ICD9 codes for urethritis
or vaginal leukorrhea).

ESP preferentially sends an immediate case report to the health department. Ifa
clinician wishes to review cases prior to transmission, however, ESP can queue cases for
manual approval before they are sent. Cases queued for confirmation are reviewed by
authorized personnel using a secure, web-based case management system within the practice’s
firewall. The case management system presents the user with a list of patients with suspected
reportable diseases. When the reviewer selects a patient, ESP displays a summary of recent
encounters types and dates, ICD9 diagnoses, lab test results, medication prescriptions, and
ordering clinicians. The particular data terms that led to ESP flagging the case for reporting are
highlighted. The reviewing clinician can choose to reject the case (false positive), to authorize
transmission (true positive), or to place the case on hold while further information is being
gathered. The web interface also has links to contact information for each ordering clinician and
to the CDC website with criteria for notifiable disease identification.® A demonstration version of
the ESP case management interface using fictional patient data can be viewed at esphealth.org.

When a case is ready for transmission, ESP generates a standardized HL7 message.
The initial deployment sends encrypted HL7 messages to the Massachusetts Department of
Public Health server using a simple object access protocol (SOAP) web-service, but the ESP
messaging sub-system is also able to send messages using the Centers for Disease Control's
PHIN-MS secure messaging protocol. Any authorized health authority capable of receiving HL7
messages can potentially receive ESP messages. ESP also supports queries initiated by
authorized health departments to provide clinical context for positive lab tests they have
received independently from their electronic lab reporting system. Patient matching is done
using test accession numbers, patient names, and test dates. As with conditions first identified

by ESP, the system assesses for pregnancy status, patient symptoms, and relevant



prescriptions. Response messages are transmitted back to the health department in HL7
format following the same protocol as ESP initiated cases, including optional case review by a
practice designee.

The ESP database is purged of all patient encounter data after 90 days other than the
data relevant to confirmed cases. Data from these cases are retained to permit the generation
of reports that detail the system’s notification activity.

The ESP server runs custom software built from the following open-source applications:
MySQL RDBMS (MySQL AB, Uppsala, Sweden), CDC PHIN-MS (Centers for Disease Control
and Prevention, Atlanta, GA), and the Python language (Python Software Foundation, Ipswich,
MA). It can run upon both Linux (Red Hat, Raleigh, NC) and Windows (Microsoft Corporation,

Redmond, WA) operating systems.

Security

Confidential patient data is protected by keeping it under the physical and logical control
of the practice until the point of message transmission. ESP does require outbound access to
the public internet in order to communicate with the health department server but it is protected
from external access behind an intemet firewall. Messages are preferentially transmitted using
PHIN-MS over 128 bit encrypted communication channels, but the messaging protocol can be
tailored to suit the requirements of different health departments. Public key encryption
infrastructure (PKI) certificates are required of both the sending and receiving machines before

patient data is transmitted.

Case identification logic
Cases are identified by analyses of diagnostic codes, laboratory tests and results, and
medication prescriptions. The case definitions are based upon those published by the Centers

for Disease Control, but can be customized for local users.® They run the gamut from simple to



complex. A positive DNA probe for Chlamydia trachomatis from a urethral swab, for example, is
sufficient to establish a case of Chlamydia. Other conditions require more sophisticated
analysis of multiple laboratory tests. Acute Hepatitis C, for example, is diagnosed when the
patient has a concurrent positive Hepatitis C ELISA, confirmatory RIBA, negative IgG and/or
IgM for Hepatitis A, negative core and surface antigens of Hepatitis B, and a serum alanine
aminotransferase level seven times above the upper limit of normal for the assay. The system
can also assess for suggestive changes in laboratory tests over time. Acute hepatitis C can
also be diagnosed by serial negative followed by a positive hepatitis C ELISA; or by the
combination of a negative ELISA paired with a positive Hepatitis C RNA PCR assay. Conditions
that are diagnosed on clinical grounds alone are sought by looking for suggestive combinations
of ICDS codes, laboratory test orders, and medication prescriptions. Lyme disease, for
example, can be diagnosed from the combination of 1) an ICD9 code 088.81 [erythema
chronicum migrans] or positive Lyme serology, and 2) prescription for at least 14 days of

doxycycline or other suggestive antibiotic.

Portability
ESP has been designed to enable broad adoption by minimizing technical and
processing demands on source EMR systems, by embracing standardized nomenclatures, by
easily permitting custom case identification algorithms, and by reliance on low cost software
components. The ESP input data files extracted from source EMR systems consist only of
unformatted text delimited into our specified field sequence. The EMR system can export
encounter data using its own internal codes since the ESP data load tool includes user-
configurable translation tables to map proprietary local codes into standardized vocabularies.
Local users are responsible for building, maintaining and confirming the accuracy of their
proprietary to standard code mapping tables, but this task is made easier by the ESP remapping

table web application. Case identification algorithms within ESP can be modified to conform to



particular specifications from different health departments. Source code for ESP can be

downloaded under a lesser general public license from esphealth.org.

RESULTS
Validation

Case identification algorithms were validated by applying each one to a five year span of
historical data from HVMA. The total number of patients identified by each algorithm was
compared with the Massachusetts Department of Public Health’s historical counts for HYMA
patients manually reported to have the disease of interest. A subset of 50 randomly chosen
charts of patients who met the rule’s conditions was then manually reviewed to assess the rule’s
accuracy. These 50 patients were then matched to individuals in the health department records
using limited identifiers (gender, date-of-birth, HVMA office site, and test date) in order to
assess congruity between patients identified electronically and those reported manually. For
example, between 2000 and 2004, HMVA reported 1629 cases of Chlamydia to the health
department. Application of the ESP Chlamydia detection algorithm to electronic records from
this period identified 1927 episodes. Review of 50 randomly selected charts confirmed that all
cases were true positives (100% specificity). We were able to match 80% of these 50 cases to
individuals in health department records, a percentage that reassuringly mirrors the ratio of

manually reported cases to electronically identified cases from our five year cohort.

Current Status

ESP has been implemented at HVMA, a large multisite, multispeciaity group practice
with over 350,000 patients based in Eastern Massachusetts. Messages are sent to the
Massachusetts Department of Public Health. The system currently detects and reports
chlamydia, gonorrhea, and pelvic inflammatory disease. We will add reporting next for

pertussis, acute hepatitis C, and Lyme disease, and then, for the remaining 75 conditions that



are reportable in Massachusetts. The State health department anticipates initiating queries to
ESP triggered by their Electronic Lab Reporting system in March 2007. We have also formed a
partnership with the Massachusetts eHealth Collaborative to pilot ESP in the community-wide

electronic medical record system being deployed in North Adams, Massachusetts.

DISCUSSION
Potential Future Applications

The ESP model of a time-limited database, refreshed daily with comprehensive clinical
data and capable of bidirectional communication with health departments, has potential to serve
many additional public health functions beyond identification and reporting of notifiable
diseases. These include syndromic surveillance (including the distributed data model used by
the National Bioterrorism Syndromic Surveillance Demonstration Program'®'), vaccine
registries, clinical decision support for management of notifiable conditions, auditing of
mandated screening programs such as lead assays in children, assessment for spatial clusters
of environmentally linked diseases such as asthma, and population level surveillance for non-
notifiable diseases. We anticipate also building modules to generate reports for clinicians’ or
practices’ use that tally the number of notifiable conditions detected and reported for a given
period relative to the denominator of their choice (e.g. total ambulatory visits, total number of
patients tested for the condition, fotal number of patients with an ICD9 code suggestive of the

presenting clinical syndrome, etc) in order to assist with internal quality control and education.

Conclusion

We have created a system to automatically identify and report individual patients with
notifiable conditions using routine data collected by electronic medical record systems.
Electronic medical record Support for Public heaith (ESP) also supports queries initiated by

‘health departments for clinical data to guide management of positive laboratory reports received



independently from electronic laboratory reporting systems. ESP uses industry standard
nomenclature. The system is designed to be secure, unobtrusive to clinicians, and compatible
with most electronic medical record systems. The system also has the potential to support
additional public health objectives including syndromic surveillance, vaccine registries, and
auditing of mandated screening programs. It is currently being deployed and actively tested in

Massachusetts.
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t 20 Foderal Plaza-Roam 41-122
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. PHONE: {212-264-2069
September 25, 2006 PAX: (212026465478

Ma. Barbara B. Bierer, M.D.

. Senior Vice President, Research
Brigham and Women’s Hospital
Office of Research Administration
75 Francis Street
Boston, MA 02115

Daax Dr. Bilerar:

A negotiation agreement ip being faxed to you for signature. This
agreement reflects an understanding. reached etween your
institution and a member of my staff concerning the rates or’
amouhte that may be used to support-your claim for costm on grafts
and contracts with the Federal Govermment. The a must be
signed by a duly authorized repreesentative of your institution and
faxed to we; retain a copy for your file. Oux fax number is (212)
264-5478, We will reproduce and distribute the agreement to
awarding agencies of the Federal Government for their use.

Requirements foxr adjustments to costs claimed under Federal
Grants and Contracts resulting from this negotiation are
dependent upon the t of rate contained in the negotiation

agreement. Information relating to these raquirxementa is
enclosed. :

In comnsideration of this agreement, the following was agreed to;

1. The following ocarry-forward amounts are £rom the finalization
of fringe benefits for fiscal year ended September 30, 2005.
The caxry-forwards are to be included with your actual fringe
benefit rate caloulations for the fiscal year specified balow:

Exinge Bepefif Rate EXE 09/30/07

Professional (b)(4)
Non-Professional -
Intern, Residents,

and Fellows

( ) Denotes Over-Recovery

- The fringe benefit proposal for fiscal year ending September

30, 2006 is due to be submitted to our office by March 31,
2007.
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Failure to submit a timely proposal will be interpreted as a
forfeiture of raimburi sement for indirect costs. Thexefore, unless
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If you are unable to submit your proposal by the prescribed date,
you may recuest an extension. This request mhst be submitted prior
to the due date of tha proposal and must contain a justification
for the extension and the date tha propoasal will be submitted.

Your proposal and ralevant correspondence should be addressed to:

Depaxrtment of Health and Human Services
Division of Cost Allccation

26 Federal Plaza, Room 41~122

New York, New York 10278

(212) 264-1823

In addition, please acknowledge your cohncurrence with the comments
and conditions cited above by signing this letter in the agpace

provided below and FAX (212-264-5478) it to me with the enclosed
negotiation agreement.

Sincerely,

Do 4\ (D

Robext 1. Aarxonson
Director, Division of

Coat Allocation
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BIN $#: 1042312909A1 DATE: September 25, 2006

HOSPITAL: PILING REF.: The preceding
Brigham And Women's Hespital Agreement was dated
Office of Research Administration August 22, 2005

75 Francis Street ‘

'Boston . MA 02115~

The rates approved in this agrcement axe for use on grants, contracts and othex
agraéhmente with the Federal Government, subject to the conditiong in Section III.

SCTION 1: INDIRECT COBT RHIEGY

RATR TYPREs FIXED FINAL PROV. (PROVISIONAL) PRED . (PREDETERMINED)
EFFRCTIVE PERIOD

TYPE FROM TO RATE(%)  LOCATIONS APPLICABLE TO

PRED, 10/01/05 09/30/08 b)(4) On-Site Ragearch

PRED, 10/01/04 09/30/08 Off-8ite Research

FROV. 10/01/08 UNTIL AMENDED se same rates and conditions as those cited
for fiscal year ending Septembexr 30, 2008.

*Base: Total direct costs less itemz of egquipment, major subcontracts, altexations

and rencvations, animsl charges, hoepitalization and othar fees related to patient
dare.

(1) H10517
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Brighnm And Women's Hospital )
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AGREEMENT DATE; Septamber 25, 2006

TION 1: FRINGE FIT3 RATES** .

RATE TYPEBE: FIXED PINAL PROV. {PROVISBIONAL) FPRED. (PREDETBRMINED)
EFFECTIVE PERIOD

TYPE FROM TO RATE(%¥) LOCATIONS APPLICABLE TO

FIXED 10/01/06 09/30/07 b)(4) ALl Professional

FIXED 10/01/06 09/30/07 All Non-Professional

FIXED 10/01/06 08/30/07 all InternkResidents,Fel

PROV, 10/01/07 URTIL AMENDED Use same rates and conditions as those cited
foxr fiscal year ending September 30, 2007.

*+DBESCRIPTION OF FRINGE BENBFITS RATE BASK:
Salaries and wages.

(2)
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Brigham Arnd Women's Hospital
Offide of Regearah Adminlstration

AGREEMENT DATE: September 25, 2006

SECTION IXXy GENERAL

A

Tha rates in l:h.ls Agreesont are gubject co any statuteozy ef pdministrativa limitavions eod apply ko a glven granc, centract or
etlior ag¥eemcnt only to the extent that funds sxe dvailable. Acceptance of the rates is subject co the followving conditions:

{1) omly coscs incurred by the brganipatice ware included in its indizwoc cost pool ag Linally acccpreds Aven costa sz logal
obllgntigen of the oxjonicktisn and sxo Allovabla undey the governing cost E.-dauw {3) "me same codt3 Ethet have been Lreated 3
indirect costs até not alalesd as dirast copts) (3) Similar types of costs bave been acecxded consistant asdeunting treataents and
{¢) The informabion provided by the erganisabion vbieh was used Lo astablish the xstes is nob lager found to ba materially

inuerplote or depccurata by the Fedewal Covermment. In sueh situations che rato(y) would be subjeck be rensgeriacion at the
dipogetion of the Federal Covernment.
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betvaen tha costs used to eakublish che £ixed rate and actual costs.
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F&A Rates - Show Rates _ Page 1 of 3

Rate Agreements

Agreement Text for: n2055805.txt Agreement Date: 04/27/2005

NPrfMA Harvard Pilgrim Health Care Inc 1042452600A1 04 27 05 0558

NONPROFIT RATE AGREEMENT

EIN 1042452600A1 DATE April 27 2005
ORGANIZATION FILING REF The preceding
Harvard Pilgrim Health Care Inc Agreement was dated
January 15 2002 133 Brookline Avenue 6th Floor
Boston MA 02215

The rates approved in this agreement are for use on grants contracts and other
agreements with the Federal Government subject to the conditions in Section III

SECTION I
RATE TYPES FIXED FINAL PROV PROVISIONAL PRED PREDETERMINED
EFFECTIVE PERIOD
TYPE FROM TO RATE LOCATIONS APPLICABLE TO
PRED 01 01 05 12 31 07 (bx4) On Site Research
PRED 01 01 05 12 31 07 - Off Site Research
PROV 01 01 08 UNTIL AMENDEL—> Use same rates and conditions as those cited

for fiscal year ending December 31 2007

et d

oY
o

e

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=n20558 8/18/2007



F&A Rates - Show Rates Page 2 of 3

BEASE
Total direct costs excluding capital expenditures buildings individual
items of equipment alterations and renovations and subawards

ORGANIZATION
Harvard Pilgrim Health Care Inc

AGREEMENT DATE April 27 2005

TREATMENT OF PAID ABSENCES

Vacation holiday sick leave pay and other paid absences are included in
salaries and wages and are claimed on grants contracts and other
agreements as part of the normal cost for salaries and wages Separate
claims for the costs of these paid absences are not made

Treatment of Fringe benefits Fringe benefits applicable to direct salaries
and wages are treated as direct costs except incentive compensation which
is treated as an indirect cost

Equipment means an article of nonexpendable tangible personal property
having a useful life of more than one year and an acquisition cost of
1 000 or more per unit

ORGANIZATION
Harvard Pilgrim Health Care Inc

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=n20558 8/18/2007
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AGREEMENT DATE April 27 2005

A LIMITATIONS
The rates in this Agreement are subject to any statutory or administrative
limitations and apply to a given grant contract or other agreement only to
the extent that funds are available Acceptance of the rates is subject to
the following conditions

1 Only costs incurred by the organization were included in its indirect
cost pool as finally accepted such costs are legal
obligations of the organization and are allowable under the governing cost
principles 2 The same costs that have been treated as indirect costs are
not claimed as direct costs 3 Similar types of costs have been accorded
consigtent accounting treatment and 4 The information provided by the
organization which was used to establish the rates is not later found to be
materially incomplete or inaccurate by the Federal Government In such
situations the rate s would be subject to renegotiation at the discretion
of the Federal Government

B ACCOUNTING CHANGES
This Agreement is based on the accounting system purported by the
organization to be in effect during the Agreement period Changes to the method of accounting for costs which affect

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=n20558 8/18/2007



Page 1 of 1
INQUIRY: Partial EIN or PIN Search Provides Full EIN DATE: 08/17/2007 TIME: 11:57:03 AM

*%%* SEARCH PARAMETERS **kkakskahrkhahbhhrahhhtrhhkbahrnhn
EIN: 1042452600A1

khkkkhkhkh ke hkhthkhhkhhhkbthhkhhehbdhrhbbrhddbrhrdhhbh kbbbt hbhbhhkhrhrhhdhd
PIN has the following matches in PMS:
khkkkETN % kkd *kxx*kD[JNS***kdk **kdkhkTYPE**%x%r **DTN** HHS USER

kbbb hdd whdbhdhhdbhbhthhdbd Fhhhbdhkdbdhhdrdtt dhddhihh IND CODE ***HmME***
1042452600A1 PAYEE EIN FOR 4715 Y F21 HARVARD PILGRIM HEALTH CARE, INC
Hits: 1

dhkhkhkhk kA kb Ak bbb dh etk b bdhkdddhr bk hiik

khkhkhkdkhhkhkhdk Inquiry Results Complete kkkkhkhhkrhhh
kA RkE kT kb ha bkt hbh bk ad A drhddr bbb dd

You may now make another selection from the Menu

https://pmssecure.dpm.psc.gov/pls/pmsprod/pms_inq.detail 8/17/2007



IMPAC II: EIN Name Search Results

IMPAC II: EIN Name Search Res ..ts

Note only EIN numbers that are valid for Grant payments are displayed.

August 17, 2007 10:20 AM Search String = 'HARVARD PILGRIM HEALTH CARE'

Page 1 of 1

Organization

FDP 3

FDP 4

1042452600A1

HARVARD PILGRIM HEALTH CARE INC

http://impac2.nih.gov/tools/ein/ein_list.cfm

8/17/2007



Holman, Suzanne (AHRQ/OPART/GM)

From: Burr, Michelle (AHRQ)

Sent: Monday, June 18, 2007 4:34 PM

To: AHRQ - OPART-GRANTS MANAGEMENT
Subject: Alert list is still under reconstruction

FYI - as of today the Alert List is still under reconstruction, therefore please continue to note the green sheet and include a
copy of my 4/17/07 (or this) e-mail in each FY2007 award to document why we are not able to check the alert list.

From: Burr, Michelle (AHRQ)

Sent: Tuesday, April 17, 2007 1:41 PM

To: AHRQ - OPART-GRANTS MANAGEMENT
Subject: Alert list

Per the HHS website (screen shot, below), HHS is reconstructing the Alert list. Until the list is reinstated (timeline

unknown), we will not be able to check the Alert list prior to issuing awards. In the interim, where the greensheet asks if
the grantee is on the Alert list please make a note that the Alert list is not currently available and include a copy of this e-
mail in the file. When/if the Alert list is reconstructed we'll return to checking it as usual.

Thanks.

8 81 hitpu/intranat.grants

anin : © HHS Home
Yo © Duastiong?
EE Y Uhtited States . Dﬁnrmwmnf . © Contact HHS
{ Health  Human Services it
“Afipeiieanonts
prrre i
C e~ il 1] Alert List
————UNDER RECONSTRUCTION!————
HHS INTERNAL ALERT LIST
e SPECIAL CONDITIONED AWARDS
E NOTICE: The HHS Internal Alert List Is undergolng reconstruction. This listing

-identifies grantees that have been designated as high risk and have special
-award conditions to protect the government’s Interests, grantees with acute
audit findings and/or delinquent audits.

‘Based on feedback from various sources, the Office of Grants (0G) Is
reviewing: (1) the process by which awardees are added to this

listing, (2) supporting documentation requirements, and (3) duplication with
other centrallzed listings. The OG intends to develop mechanisms to enable
OPDIV data Input, OG on-line validation, and posting on-line guldance
regarding the appropriate and prohibited uses of this Information by HHS staff
and management. The timing of the projected systems development effort will
determine when the reconstructed listing will be avallable for use. Until that
time, please continue to share useful post-award Information within your
OPDIV and with other HHS OPDIVs.

He5 Home | Questions? | Conkect MG | She Man | Accessbity | Brivecy Pobey | Erpedom of Information Act | Disclainers

The Whate House | FiestGov
U, Depertont: o Heskh & Huten Services 200 Independence Avenue, 5. - Washington, .C. 20201
L 0o el O e W oo by vl chati-300,
s LA pigdtnbox “Micto.. |8 Gramislnfy - " ¥




FDA/ORA Debarment List - Current List for Public View

List Updated on 04/16/2007

DEBARMENT LIST

The following is a public list of firms or persons debarred pursuant to
sections 306(a) and (b) of the Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 335(a) and (b)) as published in the FEDERAL REGISTER (FR):

Firms
NAME OF FIRM| EFFECTIVE|| END/TERM FR DATE.txt | VOLUME
DATE OF (MM/DD/YY) | PAGE.pdf
DEBARMENT A
None as of this date
Persons
NAME OF EFFECTIVE| END/TERM | FR DATE.txt | VOLUME
PERSON DATE OF (MM/DD/YY) || PAGE.pdf

DEBARMENT A
Chang, Charles [03/08/1993 ||Permanent” 03/08/1993 58FR12967
Y.

FR Correction [04/26/1993 58FR21983
Mannan, 04/06/1993 | Permanent” 04/06/1993 58FR17896
Muhammad Z.
Rivers, Jacob H. [04/12/1993 | Permanent”~ 04/12/1993 58FR19128
Vegesna, Raju [04/12/1993 |[Permanent” 04/12/1993 58FR19129
Finelli, Gena R. [04/21/1993 | Permanent”® 04/21/1993 58FR21469
Kalidindi, 04/21/1993 [ Permanent” 04/21/1993 58FR21470
Sanyasi Raju
Azeem, 04/26/1993 || Permanent” 04/26/1993 58FR21982
Mohammed

FR Correction {05/05/1993 58FR26814
Schetlick, Gloria | 04/26/1993 |Permanent™ | 04/26/1993 58FR21983
H.
Colton, Steven [06/17/1993 ||[Permanent~* (06/17/1993 58FR33446
F.
Sturm, Jan T. 06/22/1993 | Permanent” 06/22/1993 58FR33941

FR Correction }|07/06/1993 58FR36252
Prasad, Kumar [06/30/1993 | Permanent” 06/30/1993 58FR35006

http://www.fda.gov/ora/compliance_ref/debar/default.htm

Page 1 of ¢
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FDA/ORA Debarment List - Current List for Public View

Fogari, Robert |[07/08/1993 [ Permanent~* [07/08/1993 58FR36691
A.
Rodriquez, Juan ||07/26/1993 | Permanent” 07/26/1993 58FR39819
Manuel
Shulman, 08/27/1993 |[Permanent” 08/27/1993 58FR45340
Robert NMI
Shah, Dilip 08/31/1993 | Permanent~* |08/31/1993 58FR45899
Desai, Kanubhai || 10/06/1993 || Permanent” 10/06/1993 58FR52111
c.
Matkari, 10/20/1993 |[Permanent”~* [10/20/1993 58FR54156
Rajaram K.

06/13/2000 | Withdrawn++ |06/13/2000 |65FR37154
Dicola, Charles |[11/05/1993 | Permanent~* | 11/05/1993 58FR59044
G.
Hossain, 11/05/1993 [[Permanent”~* [ 11/05/1993 58FR59046
Liaquat
Pai, Daphne 11/05/1993 | Permanent~* |11/05/1993 58FR59048
(aka Lau,
Daphne)
Bansal, Padam [[11/29/1993 || Permanent~* |[11/29/1993 58FR62674
C.

03/11/1997 (|Sp.Trmnation+ |03/11/1997 (|62FR11212
Donnelly, Mary |11/29/1993 |[Permanent” 11/29/1993 58FR62675
Perkal, Mark B. [11/29/1993 |[[Permanent” 11/29/1993 58FR62676

09/11/1998 | Sp.Trmnation+|09/11/1998 |63FR48733
Long, Susan M. ||12/23/1993 |Permanent~* [12/23/1993 58FR68147
Bae, Kun Chae |[12/30/1993 |Permanent~* |[12/30/1993 58FR69368
Brancato, David ||01/06/1994 | Permanent~* |01/06/1994 [59FR00751
J.
Shah, Satish R. [[08/01/1994 | Permanent~* [08/01/1994 |59FR38983
Patel, Ashok 11/08/1994 [[Permanent~* [11/08/1994 |{59FR55670
Kletch, Walter [[11/29/1994 | Permanent~* |[11/29/1994 |59FR60989
S.
Ryan, Patrick T. |[11/29/1994 || Permanent” 11/29/1994 |59FR60992

FR Correction (01/17/1995 |60FR03451

Shah, Atul 12/05/1994 | Permanent~* |[12/05/1994 |[59FR62399

http://www.fda.gov/ora/compliance_ref/debar/default.htm

Page 2 of €
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FDA/ORA Debarment List - Current List for Public View

03/11/1997 [ Sp.Trmnation+ |03/11/1997 (62FR11212
Mendell, Arnold |12/21/1994 {Permanent~* |[12/21/1994 [ 59FR65773
S.
Quamruzzaman, |11/18/1993 | Permanent~# |[[12/30/1994 ||59FR67709
Abu
Morris, Andrew |[05/16/1994 | Permanent~# ||01/11/1995 |60FR02767
Shainfeld, 03/10/1995 |Permanent~# (02/28/1996 ||61FR07521
Frederick Jay
Copanos, John (03/11/1996 | Permanent~* [03/11/1996 |[[61FR09711
D.

FR Correction [04/18/1996 |61FR16975

Bushlow, John |[[03/22/1996 |Permanent”* (03 1996 11846
W,
Chatterji, Dulal [[11/01/1995 ||[Permanent~# [01/22/1997 |62FR03297
(@5

06/11/1998 || Sp.Trmnation+[|06/11/1998 |63FR32013
Mays, Gary D. |[01/24/1997 |5 years% 01/24/1997 |62FR03703
Garfinkel, Barry [|04/02/1997 |[Permanent~* |04/02/1997 ||162FR1573
D.
Elbert, Robert 04/03/1997 | Permanent~* (04/03/1997 (62FR15902
Sacher, Robert [08/11/1997 { Permanent” 08/11/1997 |62FR42998
E:
Islam, Amirul 08/27/1997 | Permanent”# |08/27/1997 |62FR45423

10/09/2003 || Sp. 10/09/2003 |68FR58352

Trmnation+

Banks, Norma 08/28/1997 || Permanent” 08/28/1997 |62FR45667
D.
Herman, 10/17/1997 | Permanent” 10/17/1997 (62FR54117
Hedviga
Rana, Nandlal 10/20/1997 | Permanent” 10/20/1997 (62FR54462
Anthony, James [[11/07/1997 || Permanent” 11/07/1997 |62FR60249
Michael
Feuer, Scott 06/02/1998 |5 years% 06/10/1998 |63FR31789
Kostas, 06/25/1998 [|Permanent~* ||06/10/1998 |63FR34652
Constantine I.
Girdhari, 01/21/2000 |[Permanent~* |01/21/2000 | 65FR03454
Premchand

http://www.fda.gov/ora/compliance ref/debar/default.htm
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FDA/ORA Debarment List - Current List for Public View

Elsharaiha, 09/29/2000 | Permanent” 29/2000 |65FR58555
Rami .
Marcus, Jay 09/29/2000 (|5 years% 09/29/2000 (65FR58556
Uddin, 09/29/2000 || Permanent”™ 09/29/2000 |65FR58557
Mohammad NMI '
Petrik, Craig H. [04/30/2002 | Permanent” 04/30/2002 (67FR21255
Fiddes, Robert |11/06/2002 (|20 years% 11/06/2002 |[67FR67628
A.

01/21/2003 |FR Correction |[[01/21/2003 [S8FR2784
One person 11/06/2002 || Rescission!!! 01/16/2003 [68FR2339
removed
from list
Lai, Elaine Yee- |[11/13/2002 |5 years% 11/13/2002 (67FR68877
Ling

FR Correction |[11/23/2003 [68FR03264

Charpentier, 12/02/2002 {5 years%* 12/02/2002 |67FR71574
Laverne M. -
Peugeot, Renee (01/13/2003 ||Permanent” 01/13/2003 |68FR1619
Snyder, Jr., 01/13/2003 |Permanent” 01/13/2003 |68FR1619
Harry W.
Kokes, Edwin 04/30/2003 | Permanent” 04/30/2003 |68FR23138
Theodore, 08/05/2003 | Permanent” 08/05/2003 ||68FR46197
Thomas Ronald
Borison, Richard [ 09/30/2003 |10 years% 09/30/2003 |68FR56298
L.
Sardesai, Suhas [[09/30/2003 | Permanent” 09/30/2003 |68FR56299
V.
Striefsky, 09/30/2003 || Permanent” 09/30/2003 ||[68B8FR56300
Edmund J.
Courtney, 10/20/2003 || Permanent® 10/20/2003 [|[68FR59942
Robert Ray
Bhutani, Baldev [ 12/02/2004 || Permanent” 12/02/2004 |69FR70148
Raj
Caro Acevedo, |03/24/2005|5 years% 03/24/2005 |70FR15107
Eduardo
Rodgers, Jr., 07/28/2005 |5 years% 07/28/2005 (71FR43699
Thomas M.

http://www.fda.gov/ora/compliance ref/debar/default.htm
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FDA/ORA Debarment List - Current List for Public View

Butkovitz, Anne [|10/17/2006 || Permanent” 10/17/2006 |71FR61061
L.

Kimball, James [01/30/2007 Permanent ~ 01/30/2007 | 72FR4269
T

NOTATIONS:

A Mandatory Debarment (Sec. 306(a))

9% Permissive Debarment (Sec. 306(b))

* Hearing requested and denied.
Acquiesced to Debarment.

Special Termination of Debarment (Sec. 306(d)(4)(C) and (d){(4)(D))
Order to Withdraw Order of Debarment (debarment terminated) (Sec.

306(d)(3)(B)(i))

111 Rescission of Debarment Order

++

aka Also known as

NMI  No Middle Initial known to be used

This public list is compiled in accordance with 21 U.S.C. 335a(e) from
notices published in the FEDERAL REGISTER. Firm or individual names
appearing for the first time in a FR notice of debarment are added to the
end of the list. Subsequent FR debarment notices concerning the same firm
or person are posted after the first listing of the firm or individual.

This list is prepared by the Office of Enforcement, Division of Compliance
Policy (HFC-230), 5600 Fishers Lane, Rockville, Maryland 20857; telephone
240.632.6860; FAX 240.632.6861.

"The Disqualified/Restricted/Assurance List for Clinical Investigators," is
located at:
hitp://www.fda.gov/ora/compliance_ref/bimo/dis_res_assur.htm

and,

"The Public Health Service Administrative Actions Listing," is located at:
http://silk.nih.gov/public/cbzibje. @www.orilist.html

FEDERAL REGISTER publications from 1994 to date are located on the
internet at:
http://www.access.gpo.gov/su_docs/aces/aces140.html

Debarment certification statements: Draft guidance for industry (PDF)
and Notice of Availability 63 FR 53060 10/02/1998 (Text)

Background information on Debarment: ["FDA Consumer”™ magazine
March 1997 "Inside FDA:Barring People from the Drug Industry"]

Hyperlinks to FEDERAL REGISTER statements are provided where
available. Debarments prior to 1994 are not available online.

http://www.fda.gov/ora/compliance_ref/debar/default.htm
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A Entries marked with this logo are PDF documents. You will need "Acrobat
Reader" to view it. If you do not have it installed on your computer, click
on the following link to download a free copy.

% Get Acrobat
E;}h Reader |

dbarQ53foi.doc [Istsrv/rgst2web 07/28/2005 tc]
dbar054foi.doc [Istsrv/rqst2web 10/17/2006 ca]
dbar055foi.doc [Istsrv/rqst2web 04/16/2007 ca]
Irrelevant characters removed from explanatory text [06/25/2007 pmb]

http://www.fda.gov/ora/compliance_ref/debar/default.htm 8/17/2007



Excluded Parties List System

Page 1 of 1

Search - Current Exclusions

| i

> Advanced Search
> Multiple Names
> Exact Name and SSN/TIN

>MyEPLS

View Cause and Treatment Code
Descriptions

> Reciprocal Codes
> Procurement Codes
> Nonprocurement Codes

Agency & Acronym Information
> Agency Contacts

> Agency Descriptions
> State/Country Code Descriptions

OFFICIAL GOVERNMENT USE ONLY

> Debar Maintenance
> Administration
> Upload Login

http://www.epls.gov/epls/search.do

Results 1-20f 2

EPLS Search Results

Search Results for Parties Excluded by
Partial Name : Lazarus
Save to MyEPLS

Page: 1

Lemon, Lazarus

Classification: Individual ; Exclusion Type: Reciprocal ; Address 1:
{ Pittsburgh, PA, 15221 ; DUNS: none } ; Action 1 { CT Code: R,
Agency: OPM } ; Action 2 { CT Code: 21, Agency: HHS } ;
Description: none

Long, Richard Lazarus, Jr.

Classification: Individual ; Exclusion Type: Reciprocal ; Address 1:

{ Santa Barbara, CA, 93110 ; DUNS: none } ; Action 1 { CT Code: R,
Agency: OPM } ; Action 2 { CT Code: Z1, Agency: HHS } ;
Description: none

Page: 1

Back New Search Report Excel XML ASCIl Printer-Friendly

Resources

> Search Help

> Public User's Manual
>FAQ

>Acronyms

> Privacy Act Provisions
> News

Reports

—

> Advanced Reports

Archive Search - Past Exclusions

|

> Advanced Archive Search
> Multiple Names

Contact Information

>Email: support@epls.gov
eplscommenis@epls.gov

>Phone: 1-B66-GSA-EPLS
1-866-472-3757

10
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Hem

GRANT_NUMBER
1UC1HS015316-01
5P01HS010856-05
5U18HS012021-03
5R01HS007538-02
1F32HS013985-01
5F31HS011928-04
5K08HS000004-05
5K02HS011294-04
5R24HS011673-03
1U01HS014355-01
5R01HS010153-07
7R01HS011983-03
5K08HS013007-05
5R01HS010586-03
5U18HS013721-02
5F32HS013108-02
1UC1HS015358-01
5U01HS007399-05
1R13HS016360-01
5R01HS010884-04
5K08HS013333-03
5R01HS013328-03
1R13HS016490-01
5R24HS013353-03
5P20HS011550-03
5R18HS007095-03
1R13HS016288-01
5U54HS008633-03
1R03HS009357-01
1R21HS8014862-01A1
5R01HS011431-03
1RO3HS013230-01
5R0O1HS009948-03
1R0O1HS015054-01
1U01HS014337-01
5RO1HS010623-03
5R01HS011966-04
5R24HS014034-03
1R03HS07531-01
5R01HS007035-03
5R24HS011618-03
5T32HS000076-02
1R0O3HS014105-01
1RO3HS010789-01
1R13HS010089-01
5T32HS000052-11
5U18HS013685-03
1R0O3HS009599-01
1R13HS010104-01
5U18HS013690-04
5R13HS013368-03

vwP|DelinquentList

PI_NAME

A Blair

A Washington
Ajit Sachdeva
Alan White

Amy Kaji

Andrea Ireland
Andrew Siderowf
Anthony Losasso
Anthony Wutoh
Aram Dobalian
Barbara Mark
Bradley Evanoff
Brent Asplin
Carol Simon
Carole Lannon
Catherine Milch
Charles Bryant
Charles Francis
Charles Homer
Christopher Callahan
Christopher Landrigan
Christopher Schmid
Constantine Gatsonis
Daniel Howard
David Hickam
David Kanouse
Dorothy Naylor
Edward Brandt
Elisha Atkins
Ellen Wald

Eric Schneider
Frederick Connell
Frederick Connell
Gail Keenan
Gary Green
Gillian Sanders
Ginette Pepper
Gordon Belcourt
Herbert Fillmore
Jack Froom

Jean Freeman .
Jeanne Miranda
Jennifer Carroll
Jennifer Miglionico
Jo Powell

Jody Sindelar
John Combes
John Schneider
Karen Goidman
Karen Kmetik
Kay Dickersin

Page 1

/\\\N\




1K08HS000012-01
7R01HS011088-06
5R01HS011444-03
5R01HS013152-04
1F32HS015773-01
1R13HS016312-01
1R01HS015941-01A1
5K08HS014062-03
5R01HS010315-03
1U18HS016093-01
5K08HS000008-05
1R13HS014385-01
1U18HS016378-01
5U18HS013718-04
1R13HS015757-01
5R01HS013654-03
5R01HS013329-02
1UC1HS016143-01
1RO3HS008481-01
1RO3HS014633-01A1
1R03HS013877-01A1
5F31HS014586-02
5U18HS010385-07
5T32HS000026-12
5K02HS013299-03
5R01HS013131-02
5R01HS010630-04
5R24HS011617-03
5R24HS014060-03
5K08HS011644-04
5U18HS011885-03
1R36HS015528-01
5R01HS006897-04
5R01HS009507-03
5R24HS011845-05
5U18HS013716-04
1R13HS016305-01
1RO3HS07512-01
1R13HS010076-01
5K02HS013655-03

vwPI[DelinguentList

Keniey Chin

Laura Mccloskey
Laura Morlock
Laura Siminoff
Leslie Boxer

Linda Lesky

Lisa lezzoni

Lisa Strate

M Hawes

Maria Suarez-Almazor
Marielena Lara
Mary Auld

Michae! Bordelon
Michael Callahan
Michael Devita
Michael Yedidia
Nananda Col

Nancy Shank
Patricia Caulfield
Patricia Coon
Pei-Shu Ho
Rashida Dorsey
Raymond Woosley
Richard Scheffler
Rita Mangione-Smith
Rita Snyder-Halpern
Robert Friedman
Robert Mayberry
Roberto Torres-Zeno
Saul Weingart

Scott Williams
Shannon Flood
Sherrie Kaplan
Stephen Downs
Steven Fleming
Steven Ornstein
Thomas Stripling
Verita Custis
Virginia Paganelli
William Adams

Page 2



HS 07-00Z

FUNDING LIST FOR SPECIAL EMPF.. S PANEL 2007/10 ZHS1 HSR-O (01)

07/13/2007 REVIEW CYCLE 0710 PAGE 1 OF 3
__ PROJECT BGTYEAR DIRECTOR'S
PL FUNDED APPL. NO. TITLE INSTITUTION ST OFFICER SCORE PCT TOTALCOST  SIGN OFF

b)(4); (b)(3); (b)(6)

LAZARUS, ROSS N R18 HS17045-01 Electronic Support for Public Health - Vaccine HARVARD PILGRIM MA  WHITE, JON 169 20 $501 478 M/ _X

b)(d); (5)(5); (0)(6) e §

HYGIENE

Xy e Y




07/13/2007

Pl

FUNDING LIST FOR SPECIAL EMPF. (S PANEL 2007/10 ZHS1 HSR-O (01)

FUNDED APPL. NO.

TITLE

REVIEW CYCLE 0710

PROJECT
INSTITUTION ST OFFICER

SCORE

BGT YEAR
PCT TOTAL COST

PAGE2 OF 3

DIRECTOR'S
SIGN OFF
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P.L FUNDED APPL. NO. TITLE INSTITUTION ST OFFICER SCORE PCT TOTALCOST  SIGN OFF

b)(4); (b)(3); (b)(6)

TOTAL NUMBER OF APPLICATIONS: 37

4t this list is complete and correct

Judls 7% /o7

7/ [




Funding Memo for Ambt iy Safety and Quality: Enabling Quality N ,urement FOA 1

FUNDING RECOMMENDATION
Ambulatory Safety and Quality: Enabling Quality Measurement through
Health IT (RFA # HS-07-002)
|. Background

Ambulatory Safety and Quality Initiative:

The purpose of the Agency for Healthcare Research and Quality’s (AHRQ)
Ambulatory Safety and Quality (ASQ) program is to improve the safety and quality of
ambulatory health care in the United States. The scope of ambulatory care has
increased over the past decade as the volume and complexity of interventions have
burgeoned. Safe, high quality ambulatory care requires complex information
management and coordination across multiple settings, especially for patients with
chronic illnesses. The opportunity to turn the potential of health IT towards improving
safety and quality in the ambulatory care setting, especially within care transitions,
forms the cornerstone of the proposed Ambulatory Safety and Quality (ASQ)
Program.

Enabling Quality Measurement through Health IT:

The purpose of this FOA is to develop safety and quality measures in ambulatory
care settings, automate quality measurement, demonstrate the ability of electronic
data systems (such as EHRs or claims data merged with EHR data) to expand
potential safety and quality measures, and demonstrate improved ability to export
data for reporting performance on measures and improvement. Projects that explore
the roles of health information exchange in support of public reporting of quality
measures and emerging transparency initiatives are also encouraged.

Applicants were encouraged to consider projects that focus on a variety of aspects of
quality measurement. Some aspects of interest include process, data elements,
value and accuracy, creation of meaningful information, and timeliness of data
integration. Additional areas of interest include demonstration of the ability of
interoperable electronic data systems and health information exchanges to provide
data for measurement and for public reporting, EHRs that include the capacity and
increased efficiency to export data for measurement, and the impact of feedback to
clinicians and public reporting on outcomes including provider satisfaction, provider
performance, patient satisfaction and/or patient outcomes.

Available funds and funding priorities:

AHRQ has designated $6.8 million in FY07 to fund approximately 15 applications
under this FOA. $5 million is from the health IT portfolio, with a $1.8 million set aside
for non-HIT projects funded from the patient safety portfolio.

Response to the FOA: The FOA was published on December 5, 2006. AHRQ
received 81 letters of intent, and 59 applications were received in response to the FOA.
Of these, 3 applications were returned after administrative review. The SEP met on
June 28-29, 2007, triaged 22 applications and discussed the remaining 34 applications.
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ll. Core Funding Recommendation

The health IT and patient safety teams considered applications with scores under 245
for funding. They closely examined these 20 applications taking into consideration their
scores and the diversity they would bring to the program.

The teams recommend funding 15 proposals.

Funding Obligation and

Outgoing Years
FY 07 FY 08
Recommended '
Applications . $6,506,123 _ $6,454,669




Funding Memo for Amb

ry Safety and Quality: Enabling Quality K

surement FOA

Recommendations for ASQ-EQM FOA Awards

Health IT Funding
Rank 1 -
Ordas Pl Name Title FY 07 Score
(b)(5)
b)(5) Electronic Support for Public b)(3)
LAZARUS, ROSS Health - Vaccine Adverse Event $499,995
Reporting System
b)(5)
Total $4,676,016
Patient Safety Funding
Rank .
Order Pl Name Title FY 07 Score
b)(5) ]
Total | $1,830,107

3
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Considered for Funding

urement FOA

Rank
Order

Pl Name

Title

FY 07

Score

(b)(3)

4
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lil. Funding Preference

This FOA included an opportunity for the applicant to designate a funding preference for
the Patient Safety set-aside which did not include a health IT component. Notably, none
of the applicants requested consideration for the patient safety set-aside.

I\V. Program Overview

The following table summarizes key descriptors for each of the applications
recommended for funding. Strengths of this recommendation include robust projects
addressing significant chronic conditions such as cardiovascular disease, diabetes and
asthma. There is prominent involvement of national organizations and initiatives such as
the American Medical Association, NCQA, the American Gastroenterological
Association, and the AQA. A variety of ambulatory settings and organizations are
addressed, from large integrated delivery systems to small provider practices; and from
urban settings to small rural communities. Several applications address underserved
populations through involvement of community health centers. The projects target a
good geographic spread including 11 sites in the Northeast, 7 in the Midwest, 2 in the
South, and 11 in the West. Of particular note and mild concern is that three Harvard
applications and three Kaiser Foundation applications are in the top eight scores.
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ASQ-EQM Program Overview:
PI Name IOM Priority Measure Areas Type of Settings of Geographic Priority
Condition* Addressed Health IT Care Locations Populations
(b)(5); (b)(6)
low income,
M;‘gﬁa&n sa;f:rty minorities (African
DM, IHD, MM ACEI/ARB rlggig ookl EMR CHC Baltimore, MD American),
 Diuretics and Statins women, chronic
care
AQA starter set for : .
Multiple primary care (26 EMR P oy cae Boston, MA women, children
measures) p
minorities (African
Cardiovascular disease 4 _ American,
HTN, IHD, MM process and outcome EMR Multlr acﬂlc;alty Oakland, CA Hispanic, Asian),
measures P women, chronic
care, rural
LAZARUS, ROSS Immunization | Vaccine adverse effects |  EMR ”“'E:g?ia't" Boston, MA women, children
(6)(5); (6)(6)
EMR,
lgn?esgz{jnr:sczfn?ﬁgw automated CHC, Multi- low income,
Asthma RAND Quality data specialty Portland, OR women, children,
extraction practice chronic care, rural
Assessment Tools system
g minorities (Asian,
IHE"I'I?E’:N?O ' Eﬁﬁ?ﬁ'?&i’;ﬁf‘mﬁ EMR P"I;T:'VI. g Honolulu, HI P::::f';‘:de')'
Obesity Index Gire ronic
“ Diabetes care
measurement Primary and
f DM techniques accounting EMR | specialty care | Philadelphia, PA | “Omen. chidren,
for differences in practices
patient populations.
minorities (African
peve}o PIE of pew Primary care American,
DM, IHD diabetes quality-of-care EMR : Boston, MA Hi .
ek practices ispanic), women,
P chronic care
Colonoscopy pre-
Cancer procedure, procedure Data Spedialty
Screening and post-procedure repository practices Portiand, OR k
measures
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PI Name IOM Priority Measure Areas Type of Settings of Geographic Priority
Condition* Addressed Health IT Care Locations Populations
b)(3); (b)(6) Ambulatory quality R
: g ; ity,
trl':]eezrflfcs ec;: SOF;O;::;:htl?T HIE H;)T:gczzre Fishkili, a&? Albany, women, rural
and HIE
| Adverse drug events for Hertronic
Children (sickle pediatric patfen?s in records minorities (African
cell. CF. ambulatory settings, Siitom até d ED, Primary St. Louis, MO American), ]
s n’ 2 eri emergency surveillance | ‘Gre practices ' ! children, chronic
departments, and ot care
transitions of care s
Chicago, Saint
Charles, and
- Coronary Artery Disease Primary care LDme;;désILIiA'Des
IHD, CHF and Heart Failure EMR X ; Ll chronic care, rural
Bt ik practices Pittsburgh, PA;
Avon, OH;
Lexington, MA;
Washington, DC
EMR,
automated | Hospital Outpt
DM, H(;I;f{&'; IHD, PQRI data and Primary Bolivar, MO rural
" extraction care practices
system s
Denver, Lafayette,
. Glenwood Springs, low income,
DM Specific measures to be HIE. EMR gﬂcp't‘HP?fgga‘ Greeley, Englewood, minorities
determined. ' i racticerz Lamar, and (Hispanic), chronic
P Colorado Springs, care, rural
. ’ low income
. CHC, Hospital New York City and S i
Obesity, IHD, Ambulatory care A minorities (African
Depression, screening measures HIE, EMR | Qutpt, P“'T‘a“’ Lake Success, New American,
care practices York Hi 3
ispanic) women

*Key:

» DM: Diabetes mellitus
¢ IHD: Ischemic heart disease

MM: Medication management
HTN: Hypertension

CF: Cystic fibrosis

CHF: Congestive heart failure
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Recommended for Health IT Funding — Brief Project Description:

b)(3)

(b)(5)

Lazarus (1R18HS017045-01):

Electronic Support for Public Health - Vaccine Adverse Event Reporting System

The goal of this project is to improve the quality of vaccination programs by improving
the quality of physician adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS). Electronic medical records
available from all ambulatory care encounters in a large multi- specialty practice will be
used. The researchers will evaluate the system by comparing adverse event findings to
those in the Vaccine Safety Datalink project, and in a randomized trial to test the
hypothesis that the combination of secure, computer-assisted, clinician approved,
adverse event detection and automated electronic reporting will substantially increase
the number, completeness, validity and timeliness of physician approved case reports to
VAERS compared to the existing spontaneous reporting system.




Rank/Score
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(b)(5)




Rank/Score :
Funding Memo for Ambt  ry Safety and Quality: Enabling Quality M. urement FOA 10

(b)(3)




RankiScore Funding Memo for Ambu  y Safety and Quality: Enabling Quality M urement FOA 11

(b)(5)
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Rank/Score Recommended for Patient Safety Funding — Brief Project Description:

(b)(3)




RankiScore
Funding Memo for Ambt  ry Safety and Quality: Enabling Quality M urement FOA 13

(b)(3)
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Rank/Score V. Application Skipped Over for Funding

(b)(3)
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15

b)(3)
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RankiScore V). Additional Applications Considered for Funding

b)(3)




Rank/Score Funding Memo for Ambu  y Safety and Quality; Enabling Quality M irement FOA 17

b)(3)




Rank/Score

Funding Memo for Ambt.

7y Safety and Quality: Enabling Quality M

drement FOA

18

b)(3)
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b)(5)
IOM Priority Measures Areas Type of Settings of Geographic Priority
Condition Addressed Health IT Care Locations Populations
Standardized measures in- Ior‘:l\;r:grcioties"E,
DM, HTN, CAD, five ambulatory care- Primary care ;

CHF, Asthma sensitive chronic EMR practices Qeveland, OH (Afr}can

S American),
conditions
women
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V|. Discussion ltems

1. Institutional funding concentration

VIi. Action Item

1. Approve applications 1-14 and 16 for funding.
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FUNDING RECOMMENDATION
Ambulatory Safety and Quality: Health IT Sweep-up Funding

|. Background

Ambulatory Safety and Quality Initiative:

The purpose of the Agency for Healthcare Research and Quality’s (AHRQ)
Ambulatory Safety and Quality (ASQ) program is to improve the safety and quality of
ambulatory health care in the United States. The scope of ambulatory care has
broadened over the past decade as the volume and complexity of interventions have
increased. Safe, high quality ambulatory care requires coordination across multiple
settings and presents complex information management challenges, especially for
patients with chronic illnesses. The opportunity to use the potential of health IT for
improving safety and quality in the ambulatory care setting, especially across care
transitions, forms the cornerstone of the Ambulatory Safety and Quality (ASQ)
Program.

Available funds:

AHRQ has set aside $21 million in FYQ7 to fund ASQ applications. In prior funding
recommendations, we have already committed $19.5 million. Additionally, we have
been made aware that one of our previously recommended applications (Marcin) has
already been funded by HRSA, leaving a total of $1.8 million uncommitted.
Therefore, we are recommending four new applications for funding which will bring
our total commitment to $20.9 million for FY2007.

The Health IT team recommends funding four additional applications.

Funding Obligation and Qutgoing Years
FYOQ07 . | FYO08 FY 09

Recommended
Applications $1,771,959.00 | $1,633,830.00 $796,501.00




Ambulatory Safety and

Il. Funding Recommendation

ity: Health IT Sweep-up Funding Memo

Enabling Patient-Centered Care through Health IT (RFA # HS-07-007)

No priority score order skip is required to fund this application.

(b)(3)

Rank/Score:

b)(3)

- :;;:::_ Intervention/. Settings | | e Priority. r5R
 Centered Care Type of HIT of Care B Populatlt?ns.:.
' Patient self-
management,
Shared decision- che it .
; Clinical Decision Primary 8
making, ; " woimen, minority
2 o Support (Medication care Chicago, IL N g
Patient-clinician ; (African American)
communication, Management) practices
Access to Medical
Information
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Enabling Quality Measurement through Health IT (RFA # HS-07-002)
One priority score order skip is required make this recommendation.
(b)(5)
Rank/Score:[(b)(5)
(b)(5)
IOM Priority Measures Areas | Type of Settings of Geographic Priority
* Condition Addressed Health IT - Care Locations Populations
Operational
Decision :
. ; Primary care Temple and
No f b st S : |
o focus iagnostic errors (Qt::ﬁﬂ;‘g : practices Houston, TX rura
Care) ]

b)(3)

Rank/Score{(b)(3)

(b)(3)




Ambulatory Safety and Q. .y: Health IT Sweep-up Funding Memo 4
(b)(5)
IOM Priority ~ Measures Areas . Typeof | . Settingsof " .| ‘Geographic Priority
. Condition Addressed . Health IT. * Care Locations .| -Populations

low income,

. minorities

Medication Appropriateness of DC‘llc]n:‘::L ED, Primary care Blrmrﬁham, Aﬁ?g:gg)
Management prescriptions Support practices Jacksor v’ille, FL women, ¥
disabilities,
chronic care

Improving Quality through Clinician Use of Health IT (RFA # HS-07-006)

Three priority score order skips are required make this recommendation.

(b)(3)

Rank/Score:[b)(5)

(b)(3)

Area of - Intervention/ - Settings of =0 .. Priority
Interest | Disease Type of HIT _ . Care - ; Lpcation Populations
Impact of
Health IT on
outcomes in
ambulatory low-income
I;eﬂ:ng:é Registries. Clinical Primary care |New York, Ossing, Sleepy minorities I
u’;: of hypertension D egci si 0?] ’Supp it practices (inc. Hollow, Mt. Kisco, and (Hispanic),
: : CHCs) Port Chester, NY women, chronic
effective
care
alert
strategies
for decision
support
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lll. Applications Skipped Over for Funding

Enabling Quality Measurement through Health IT (RFA # HS-07-002)

b)(3)

Rank/Score:|(b)(5)

b)(3)




Ambulatory Safety and Q

y: Health IT Sweep-up Funding Memo

- TOM Priority Measures Areas | - Type of. Settingsof | = Geographic Priority
~ Condition Addressed | Health IT Care i, ' |- . ‘Locations . | Populations
Lifestyle behavior EMR, Minorities
HTN recommendations natural Primary care Atanta, GA; {African
role in changes in language practices Portland, OR American),
blood pressure processing women
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\y: Health IT Sweep-up Funding Memo

Improving Quality through Clinician Use of Health IT (RFA # HS-07-006)

(b)(5)

Rank/Score:

b)(3)

Area of 5 Intervention/ Settings of : Priority:
Interest . Pissase Type of HIT - - Care . Location Populations
Impact of
health IT
tra:sci;;z}snss in Primary care women. finorty
care; Care Telehealth (provider practices, Denver, CO (Afnpan
for pts with fecusad) Specialty Amercan,
: Hispanic, Asian)
multiple
chronic
conditions
b)(5)

Rank/Score:

b)(3)
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(b)(5)

" Area of i d Intervention/ ‘Settings of 4 o | . Prierity

Interest Disease Type of HIT Care Lacation Populations
Relationship

between

health IT Rheumatic ; Danville and State women, chronic

and diseases ENR, dashboard Spesialty College, PA care
workflow
redesign

(b)(3)

Rank/Score:|(P)(5)

(b)(5)




Ambulatory Safety and G Aty Health IT Sweep-up Funding Memo 9
Area of ' Intervention/ Settingsof | - - .. |- Prierity,
Interest e Type of HIT . Care Locatien ol Populations '
Improved
use of
effective practice-individualized :
alert clinical reminders for Pnnr;ﬁcre:zre Annlg r:;;andMIE ast chronic care
strategies meds P 9
for decision

support
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VIi. Action ltem

Approve recommended applications for funding.

Prepared for AHRQ SLT by Jon White and AHRQ health IT t

b)(3)

eam members

Submitted: August 10, 2007

10



MEMORANDUM

Date: August 17, 2007

From: Grants Management Officer

Subject: Decisions from August 14, 2007, Funding Meeting
To: Director, COE

Director, CDOM
Director, CQUIPS
Director, CP3
Director, CFACT
Director, OCKT
Director, OPART
Director, OEREP

On August 15 the Director signed the paylists for the K08, K02, F31, R01, R21, R36, R03, and large and
small conference grant applications listed below. Paylists for five additional applications submitted under
ASQ FOAs were also signed. Grants management staff will initiate pre-award administrative review and
budget negotiations with business officials of applicant organizations. Awards will be issued upon
completion of pre-award review. Please refer the Pls to the grants management specialists should they have
questions regarding the status of the award.

Project officers may contact the Pls to (a) inform them that their applications are being processed for
possible award actions; (b) immediately discuss and resolve pending issues (if any) including those relating
to human subjects, minority subjects, women, children, priority populations, and other programmatic
concerns either expressed by the reviewers in the summary statement or discussed at the funding meeting;
(c) if revised budget is required, alert them that grants management will be requesting it from their business
officials;(d) if applicable, explore co-funding immediately and initiate MOU if the grant is to be co-funded.
Please forward all relevant information (e.g., responses to summary statements) to grants management staff
as soon as it is received.

PIs should be informed that funding decisions are not final until they receive a Notice of Grant Award from
the grants management office. This cautionary approach will protect the Agency's interests if, for any
reason, an award cannot be made.

1l of 3



Nithheld pursuant to exemption

(D)(3)

of the Freedom of Information Act




Chronic Care Quality Improvement Leaming

1 K02 H8017013-01 Bennett Laboratory (cQuILL) Anderson Hornbeak
Assessing Risk in Ambulatory Medication Use after
1 KO8 HS017014-01 Wetterneck Hospital Transitions Anderson Deal
Geographic Patterns in Recurrent Stroke Rates by :
1 R36 HS016959-01A1 Allen Gender and Race Harding Holman
1 R36 HS016836-01A1 Nicholas - Medicare Advantage? Harding Holman
; Home Health Agency Quality: Profit Orientation, :
1 R36 HS017382-01 Smith, Laura Competition and Rehospitalization Harding Holman
Efficacy of DVD Technology in COPD Self- ;
1 R36 HS017387-01 Stellefson Management Education of Rural Patients Harding Holman
1 R36 HS017379-01 Golberstein Essays on Long-Term Care Dynamics Harding Holman
Error and Near-Miss Reporting of Infection-Related g
1 R36 HS017388-01 Brennan and Other Pediatric Events Harding Holman
1 R36 HS016951-01A1 Keuffel The Economics of Physical Activity Harding Holman
1 R36 HS017375-01 Sandler The Effects of Maternal Labor Supply on Chiid Health Harding Holman
The Relationship between Nurses Work Hours, ;
1 R36 HS017381-01 Bellebaum Fatigue, and Medication Administratio Harding Holman
. Electronic Support for Public Health - Vaccine .
1 R18 HS017045-01 Lazarus Adverse Event Reporting System (ES White Holman
Using Electronic Records to Detect and Learn from . -
1 R18 HS017244-01 Thomas Ambulatory Diagnostic Errors White Adeniyi
1 R18 HS017060-01 i SE:ET,? the Feedback Loop to Improve Diagnostic White Deal
We Will Not be Moved: the Black Church Health !
1 F31 NR010294-01 Brooks Movement, 1900-1935 Harding Deal

CC: Project Officers
K. Murray

S. Prasad

Joan Metcalfe

OCKT-Division of Public Affairs
Office/Center grant coordinators
OPART - Financial Management
OPART- Grants Management
OPART- Performance Management

3 of 3



Funding Recommendation Memo

(New Grant)
RFA/PA Number: HS07-002
RFA/PA Title: AMBULATORY SAFETY AND QUALITY PROGRAM: ENABLING
QUALITY MEASUREMENT TH
Grant Number: R18 HS17045-01
Title: Electronic Support for Public Health - Vaccine Adverse Event Reporting
System (ES
Institution: HARVARD PILGRIM HEALTH CARE, INC.
Principal LAZARUS, ROSS New Investigator? No
Investigator:
Priority Score: 169 Percentile:
Reporting Quarterly
Requirement:
Project Officer: FARQUHAR, MARYBETH
Center: CP3
- Applicant Project Officer
Requested Recommended
o S s M. e,
Yefr Direct Costs Total Costs | Direct Costs Total Costs
o . i sl
| 01 0@ $501,478
[ 02 $498,517
Total $999,995
Coding Selections T
Strategic Goal ; Activity |[New Knowledge
| Area: Salety/ Quatiy Code(s):
. . {Health Information
Portfolio: Technolkigy
Outcome |- By 2008, increase the # of providers using the system from none to
Goal(s): |over 50%




Complementary |{Q/S of Patient Safety | Departmental |Patient Safety, Quality, and

Portfolio(s): Coding |Reducing Medical Errors
Field of |Medical Sciences Theme(s):
| Science Code:

Cross |Health Information
Cut Code(s): | Technology

— !
P.O. Signature: Wﬂj Date: E 12‘0 /07

Director Signature: CG%/W Ll Date: M‘Zﬁ?ﬁ

Identifiable Data No
Needed ?:

Clinical Trials Registry No

P

Data and Safety Yes
Monitoring Plan ?:

Involvement of Priority .
Populations: Cuildren

PO Recommendation: Recommended
Enthusiasm Indicator: High

PO Comments: This is a well-designed and well-thought out study submitted by an
excellent research team that has had previous success in developing
similar project. There is also strong support for this project from
Federal agencies including in particular the CDC, and this could be
critical in the eventual dissemination of the study findings.

PHS 398 Abstract:
DESCRIPTION (provided by the applicant): Routine vaccination has
dramatically decreased the incidence of many serious diseases, and
new vaccines are becoming available to improve the quality of health
care. Vaccination programs are a cornerstone of modern public health,
and are of central importance in preparedness for dealing with potential
health emergencies, such as the recurrence of pandemic influenza.
Public and professional confidence in vaccination depends on reliable
post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. Our goal is to improve the quality



Aims of the Project:

Scientific Significance:

Anticipated or Actual
Impact on Decision
Makers:

of vaccination programs by improving the quality of physician adverse
vaccine event detection and reporting to the national Vaccine Adverse
Event Reporting System (VAERS). Electronic medical records
available from all ambulatory care encounters in a large multi-specialty
practice will be used. Every patient receiving a vaccine will be
automatically identified, and for the next 30 days their health care
diagnostic codes, laboratory tests, and medication prescriptions will be
evaluated for values suggestive of an adverse event. When a possible
adverse event is detected it will be recorded, and the appropriate
clinician will be notified electronically. Clinicians will be able to
preview a pre-populated report with information from the electronic
medical record about the patient, including vaccine type, lot number,
and possible adverse effect, to inform their clinical judgment about
whether they wish to send a report. Clinicians will have the option of
adding free-text comments to pre-populated VAERS reports or to
document their decision not to send a report. Approved reports will be
securely transferred to VAERS as electronic messages in an
interoperable health data exchange format (HL7). We will evaluate the
system by comparing adverse event findings to those in the Vaccine
Safety Datalink project and in a randomized trial to test the hypothesis
that the combination of secure, computer-assisted, clinician approved,
adverse event detection and automated electronic reporting will
substantially increase the number, completeness, validity and
timeliness of physician approved case reports to VAERS compared to
the existing spontaneous reporting system.

The goal of this project is to improve the quality of vaccination
programs by improving the quality of physician adverse vaccine event
detection and reporting to the national Vaccine Adverse Event
Reporting System. The applicants will apply a comprehensive
information management system to the task of improving both the
accuracy and timeliness of vaccination adverse reaction reporting.

Routine vaccination has dramatically decreased the incidence of many
serious diseases, and new vaccines are becoming available to improve
the quality of health care. Public and professional confidence in
vaccination depends on reliable post-marketing surveillance systems to
ensure that rare and unexpected adverse effects are rapidly identified.

This project will evaluate the system by comparing adverse events
findings to those in the Vaccine Safety Datalink project and in a
randomized trial to test the hypothesis that the combination of secure,
computer-assisted, clinician approved, adverse event detection and
automated electronic reporting will substantially increase the number,



completeness, validity and timeliness of physician approved case
reports to VAERS compared to the existing spontaneous reporting

system.
Issues Raised by None
Reviewer:
Partnerships: The researchers will be working with electronic medical records

available from all ambulatory care encounters in a large multi-specialty
practice.



. i’

[Principal InvestigatoriProgram Director " Degres T T 7 77emmt T TIRG CFDA AppliD |
iLAZARUS_ ROSS MBBS 1-R18- 41704501 ZHS1 93226 7356601
IGrantee Organization Entity No Total Project Period

HARVARD PILGRIM HEALTH CARE, INC 1042452600A1 from: 09/30/07 thru: 08/28/09

o

GM checkdist status: Compieted by Suzanne Holman 08/18/2007

Award Worksheet Report

Title/Tr.area For Budget Perlod

Electronic Support for Public Health - Vaccine Adverse Event Reporting from: 09/30/07 thru: 09/20/08

System (ES

FY FUNDS: 2007 DOCUMENT NO: RHS017045A AIDS RELATED: N EXPEDITED REVIEW: N
PROG CLASS: CP3 GENDER: 1A INST. ASSURANCE FILED? Y
CAN: K72PS53 (SINGLE-CAN) MINORITY: 1A IRB CERTIFICATION FILED? Y
CNCL: 200710 PCNTL: PS: 169 CHILD: 1A

CNCL Actlon: CNCL Priority: EXCEPTION TRACKING IC ASSURANCE NO. DATE
MISCONDUCT IN SCIENCE: EXP DATE: 04/30/08 HUMAN SUBJECT: 30 00000100 10/01/07
RFA NO: HS07-002 VERT ANIMAL: 10

IPF NO: 444701 PHASE Il CODE: N SPEC SUPLMNT INDICATOR:

KIND OF ORG:Other health, human resrces, environment/community PROGRAM INCOME:  Additional Costs

OWNERSHIP: S€rvorg NGA RELEASE DATE

PRI oo APPL RECEIVED DATE: 02/12/07 CURR. ISSUE DATE: 082107
ARR RITY: SNAP AWARD: ESNAP?:

FEDERAL DEMONSTRATIONS: FOREIGN
INVOLVEMENT:

CLINICAL TRIAL CODE: No Clinical Trial

Budget
Direct

Year 1 Year 2
Salaries and Wages (b)(4); (b)(6)
Fringe Benefits
Personnel Costs (Subtotal}
Consultant Services
Equipment $0 $0
Travel Costs $1,470 $1,600
Patient Care (Inpatient) $0 $0
Patient Care (Outpatient) $0 $0
Alterations and Renovations $0 $0
Other Costs $0 $0
Consortium/Contractual Cost $315,716 $308,298
$432,675 $429,713

Direct Costs b)(4)

Indirect Costs

Total Approved ! B
Fes $0 $0
Non-Federal $0 $0
Unob. bal. Prior Budgst $0 $0
Increase/Decrease Amount +50 +$0
Award Amount $499,809 $499,405

F&A

Year 1 Year 2

FACostBase 1 (b)(4)
FA Cost Rate 1
FA costs 1

GM Comments

Authorized Officials
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Program Official:  Marybeth Farquhar Speclalist Name: Suzanne Holman GM Officer: Joan Metcalfe
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e-Signature Date: e-Signature Date: 08/30/2007 e-Signature Date:

X X X
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GRANT NUMBER: 1 R18 HS017045-01
GRANTEE INSTITUTION:  Harvard Pilgrim Health Care
P.l.: Ross Lazarus

COMMITTED LEVELS

BUDGET YEARO1  YEAR 02
Salaries (b)(4); (b)(6)

Fringe Benefits
PERSONNEL
CONSULTANTS
EQUIPMENT 0 0
SUPPLIES 200 205
TRAVEL 1,470 1,600
INPATIENT 0 0
OUTPATIENT 0 0
ALTERATIONS 0 0
3RD PARTY DIRECT b)(4)

TUITION REMISSION 0 0
OTHER 0 0
DIRECT COSTS* b)(4)
3RD PARTY F&A

TOTAL DIRECT COSTS
F&A COSTS
TOTAL COSTS 499,809 | 499,405
F&A UPDATE DATE

F&A CALCULATION MTDC? Y
EQUIPMENT | 0| 0]
TOTAL 3RD PARTY [0)4) |
PATIENT CARE 0 0
ALTERATIONS 0 0
TUITION 0 0
OTHER 0 0
TOTAL EXCLUSIONS (b)(4)

TOTAL BASE

1st SPLIT IN MONTHS= 12 12

BASE 1 (b)(4)

RATE 1
SUBTOTAL 1
BASE 2 0 0
RATE 2 0.00% 0.00%
SUBTOTAL 2 0 0
TOTAL ~ |(b)(4)




9/18/2007

GRANT NUMBER: 1 R18 HS017045-01
GRANTEE INSTITUTION: Harvard Pilgrim Health Care
P.l.: Ross Lazarus

PROJECT PERIOD TOTAL COSTS

Budget Start Date: Bu_dget End:
APPROVED BUDGET Rec Level| Award
Salaries b)(4); (b)(6)
Fringe Benefits
PERSONNEL
CONSULTANTS
EQUIPMENT 0 0
SUPPLIES 200 200
TRAVEL 1,470 1,470
INPATIENT 0 0
QUTPATIENT 0 0
ALTERATIONS 0 0
THIRD PARTY DC (b)(4)
| THIRD PARTY F&A
TUITION REMISSION 0 0
OTHER - 0 0
TOTAL DC (b)(4)
AWARD CALCULATION Amount
DIRECT COSTS b)(4)
F&A COSTS
Base(s) Rate(s){
_[o)@
0 0.00% 0
0 0.00% 0
0 0.00% 0
TOTAL F&A COSTS (D)(4)
TOTAL COSTS
Unobligﬂed Balance 0
AMOUNT OF AWARD-> | 499,809
Project Period Total Rec Costs: $630,617
Future Years YEAR 02
Total Direct Costs  [b)(4)
F&A Costs
Total Cost Award 499,405

File Copy

AWARD WORK-UP

Number of Consortiums= 2

100.00% FY 00 funding level

m—

- Total "Other" |
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Flie Name: 017045-0

GRANT NUMBER: 1 R18 HS017045-01 GMS Date: Not Saved
GRANTEE INSTITUTION: Harvard Pilgrim Health Care

- 017045-0

P.l.: Ross Lazarus <- DO NOT USE
SAVE BUTTON

CORRECTED RECOMMENDED LEVELS
MAIN BUDGET YEAR 01| YEAR 02

Salaries (b)(4); (b)(6)

Fringe Benefits

PERSONNEL

CONSULTANTS

EQUIPMENT 0 0

SUPPLIES 200 205

TRAVEL 1,470 1,600

INPATIENT 0 0

OUTPATIENT 0 0

ALTERATIONS 0 0

3RD PARTY DIRECT b)(4)

TUITION REMISSION 0 0

OTHER 0 0

DIRECT COSTS* 318,251 312,366

* does not include 3rd party F&A. These costs appear on the COMMITTED budget sheet

ENTER DOLLAR FIGURES HERE FIRST FOR ALL BUDGET CATEGORIES
EXCEPT 3RD PARTY DIRECT, WHICH SHOULD BE ENTERED ON EACH

CONSORTIUM BUDGET AND WILL FEED BACK TO THIS BUDGET.

Figures from this CORRECTED RECOMMENDED LEVELS budget will feed
into the COMMITTED budget sheet.



GRANT NUMBER: 1 R18 HS017045-01

Harvard Vanguard Medical Association

[Pl b)Y ] REC REC
Harvard Vanguard Medical Association| YEAR 01| YEAR 02
Salaries (b)(4)

 Fringe
Personnel
Consuitants 0 0
Equipment 0 0
Supplies 0 0
Travel 0 0
inpatient Costs 0 0
Outpatient Costs 0 0
Alterations 0 0
Third Party 0 0
Tuition Remission 0 0
Other Expenses 0 0
Total Direct Costs ((b)(4)

COMMITTED LEVELS YEAR 01| YEAR 02
Salaries (b)(4); (b)(6)
Personnel
Consultants 0 0
Equipment 0 0
Supplies 0 0
Travel 0 0
Inpatient Costs 0 0
Outpatient Costs 0 0
Alterations 0 0
Third Party 0 0
Tuition Remission 0 0
Other Expenses 0 0

TOTAL DIRECT COSTS (b)(4)

F&A COSTS

TOTAL COSTS | 68,757 | 69,631 |
F&A COST CALCULATION MTDC? Y
EQUIPMENT 0 0
TOTAL 3RD PARTY 0 0
PATIENT CARE 0 0
ALTERATIONS 0 0
TUITION 0 0
OTHER 0 0
TOTAL EXCLUSIONS 0 0
TOTAL BASE (b)(4)

FIRST BASE SPLIT= 12 12

BASE 1 (b)(4)

RATE 1

SUBTOTAL 1

BASE 2 0 0

RATE 2 0.00% 0.00%

SUBTOTAL 2 0 0

CONSORTIUM

Harvard Vanguard Medical Association



GRANT NUMBER: 1 R18 HS017045-0

P.l; Lazarus

[ REC REC

The Brigham and Women's Hospital YEAR 01| YEAR 02

Salaries (b)(4); (b)(6)

Fringe

Personnel

Consultants 0 0
Equipment 15,000 0
Supplies 1,000 1,030
Travel 2,500 2,575
Inpatient Costs 0 0
Outpatient Costs 0 0
Alterations 0 0
Third Party 0 0
Tuition Remission 0 0
Other Expenses [(b)(4)

Total Direct Costs

147,407 | 136,381

COMMITED LEVELS YEAR 01] YEAR 02
Salaries (b)(4); (b)(6)

Fringe
Personnel
Consultants 0 0
Equipment 15,000 0
Supplies 1,000 1,030
Travel 2,500 2,575
Inpatient Costs 0 0
Outpatient Costs 0 0
Alterations 0 0
Third Party 0 0
Tuition Remission 0 0
Other Expenses [(b)(4)

TOTAL DIRECT COSTS | 147,407 | 136,381

F&A COSTS [(0)(4)

TOTAL COSTS | 248,712 238,667

F&A COST CALCULATION MTDC? Y
EQUIPMENT 15,000 0
TOTAL 3RD PARTY 8] 0
PATIENT CARE 0 0
ALTERATIONS 0 0
TUITION 0 0
OTHER 0 0
TOTAL EXCLUSIONS 15,000 0
TOTAL BASE 132,407 | 138,381
FIRST BASE SPLIT= 12 12
BASE 1 (b)(4)

RATE 1

SUBTOTAL 1

BASE 2 0 0
RATE 2 0.00% 0.00%
SUBTOTAL 2 0 0

CONSORTIUM
The Brigham and Women's Hospital



1 R18 HS017045-01

MULT! YEAR SALARY CALCULATION CHART
Harvard ﬂg rim Health Care, Prime or ParentH

IF YOU NEED TO ADD A CHART,
DO 80 BEEFORE ENTERING ANY FIGUBES

$166,600 Cap

larvard Pilgrim Health Care, Prime or Parent

PERSCON OR
POSITION

TYEAR 01

YEAR 02

% | SALARY

%

| SALARY!

Lazarus

(b)(4); (b)(6)

Brown

Project M

Programmer
Research Assistant

Salary

Fringe at 30%

Subtotal Salary

Klompas

Platt

Kleinman

Salary

Fringe at 25.3%

Subtotal Salary

SALARY

FRINGE*

TOTAL

* FB calculation is com|

POSIE Tate calculaied based on Personnel igures entered on CORRECTED RECOMMENDED page

Harvard Vangaurd Medical Association {(HVMA)Harvard Vangaurd Medical Association (HVMA)

PERSON OR
POSITION

0

0

% | SALARY

%

| SALARY

Campion

(b)(4); (b)(6)

Fringe

Funds Requested

Programmer

|FrinE
Funds Requested

SALARY

FRINGE*

TOTAL

* FB calculation is composite rate calculated based on Personnel figures entared on CORRECTED RECOMMENDED page

The Brigham and Women's HospitalThe Brigham and Women's HospitalThe Brigham and Women's Hospital

PERSON OR
POSITION

0

0

% | SALARY

%

| sALARY

Lazarus

(b)(4); (b)(6)

Fringe

Funds Requested

Admin Assistant

Programmer
Manager

Salaries for O.P.

Fringe

Funds Requested

SALARY

FRINGE*

TOTAL

* FB calculation is composite rate calculated based on Personnel figures entered on CORRECTED RECOMMENDED page
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Holman, Suzanne (AHRQ/OPART/GM)

From: Julie_Dunn@harvardpilgrim.org

Sent: Tuesday, September 18, 2007 3:30 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: [(b)(B) [@harvardpilgrim.org; ross.lazarus@channing.harvard.edu;
[b)Y6) [@harvardpilgrim.org

Subject: Re: 1 R18 HS017045-01 (Lazarus)
Importance: High

Hello Suzanne,
This is unfortunate since we were under the impression that things had all been settled! To address your questions:

1. Other Support for Dr. Platt: Award 1 U18 HS016955-01 was not listed under his Other Support. This award
started on September 1, 2007. His level of effort for this grant is 15%. He is already at 99.82%. Therefore, this one will
put him over. If5 U18 HS010391-07 truly ends this month which is at 19%, then it will be fine. However, | do need his
Other Support updated.

YES, 5§ U18 HS010391-07 truly ends this month so Dr. Platt will be fine. | am not at liberty to change his Other
Support Page until / unless we have received an official NGA from you, so | can provide you an updated version
when the NGA is received.

2. Isthd(b)(4) F&A (Indirect) Cost Rate one that HYMA negotiated with HPHC? If so, it needs to be stated in
writing.

As HVMA does not have a federally-approved IDC rate, the{(b)(4) |s the approved HPHC off-site rate which HVMA
has been using over multiple projects for multiple years. Exactly how would you like this stated in writing & who
shouid sign this document? | have cc'd Nicholas Mulherin, our Grants manager for this submission to please
advise & correspond with you on this point.

3. For some reason, | used|b)(4) |Fringe Rate for Year 1 and|(b)(4)for Year 2 for instead of the negotiated Fringe
Rate of(b)(4) [Therefore, I'll need fo fix it unless you can justify why it should remain the way | currently have it.

i guess that you will need to fix it.
Thank you,

Julie

Fechede e e e e e e e e o e e o el e Tk e W e W e vl e e ko e e ok e e e e e e S A e o e ko

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857

www.dacp.org
"Holman, Suzanne (AHRQ/OPARTIGM)" T . L
<Suzanne.Holman@AHRQ.hhs.gov> © Julie_Dunn@harvardpilgrim.org
cc|(b)(6) |@channing.harvard.edu>,
09/18/2007 02:08 PM b)(6) @harvardpllqrfm,org. ross.lazarus@channing.harvard.edu

Subject 1 R18 HS017045-01 (Lazarus)

9/18/2007
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Dear Julie,

| was finally able to submit the proposed subject award to the Grants Officer this morning for signature. She had three
questions that need to be addressed before the proposed award is signed:

1. Other Support for Dr. Platt: Award 1 U18 HS016955-01 was not listed under his Other Support. This award
started on September 1, 2007. His level of effort for this grant is 15%. He is already at 99.82%. Therefore, this one will
put him over. If 5 U18 HS010391-07 truly ends this month which is at 19%, then it will be fine. However, | do need his

Other Support updated.

2. s the|(b)(4) F&A (Indirect) Cost Rate one that HYMA negotiated with HPHC? If so, it needs to be stated in
2,

3, For some reason, | used|(b)(4) _|Fringe Rate for Year 1 and(b)(@)or Year 2 for instead of the negotiated Fringe
Rate of(b)(4) [herefore, I'll need to fix it unless you can justify why Tt should remain the way | currently have it.

Please get back to me as soon as possible with a response so | can resubmit this one for signature. Thanks!

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

9/18/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Farquhar, Marybeth (AHRQ)

Sent: Tuesday, September 11, 2007 5:05 PM
To: Holman, Suzanne (AHRQ/OPART/GM)
Cc: White, Jonathan (AHRQ)

Subject: RE: 1 R18 HS017205-01 (Davidson)

(b)(5)

MB

Marybeth Farquhar, RN, M.S.N., CA.G.S.
Senior Advisor, Quality Indicators Initiative
Center for Delivery, Organization, & Markets
Agency for Healthcare Research & Quality
540 Gaither Road

Rockville, MD 20850

Phone: 301-427-1317

Fax: 301-427-1430

E-Mail: marybeth.farguhar@ahrg.hhs.gov

From: Holman, Suzanne (AHRQ/OPART/GM)
Sent: Tuesday, September 11, 2007 4:32 PM
To: Farquhar, Marybeth (AHRQ)

Cc: White, Jonathan (AHRQ)

Subject: 1 R18 HS017205-01 (Davidson)

Dear Marybeth Farquhar,

p)(3)

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

9/11/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)
Sent: Friday, September 07, 2007 3:41 PM
To: White, Jonathan (AHRQ)

Subject: Funding Memo needed for 1 R18 HS017045-01 (Lazarus)
Importance: High

Dear Jon White,

This one is all ready to go. In fact, | printed out the Notice of Grant Award just now. Then | realized that there is no PO Funding
Memo.

Please get this to me as soon as you can, Thanks!

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountabiliity, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

9/7/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Friday, September 07, 2007 2:39 PM

To: ‘Julie_Dunn@harvardpilgrim.org'

Subject: RE: IRB Approval for 1 R18 HS017045-01 (Lazarus)

Then that is what I'll do since you don't know about IRB yet.

Suzanne

From: Julie_Dunn@harvardpilgrim.org [mailto:Julie_Dunn@harvardpilgrim.org]

Sent: Friday, September 07, 2007 2:35 PM

To: Holman. Suzanne (AHRQ/OPART/GM)

Cc:[(b)(6) [(b)(6) Pharvardpilgrim.org; ross.lazarus@channing.harvard.edu
Subject: Re: IRB Approval for 1 R18 HS017045-01 (Lazarus)

Also. (to foliow-up) we initishy thought that we would be recaiving the NGA before 38, hence why | thougnt we would be granted
approval, which is now not the case. We are fine wilh receiving the sward with this IR restriction, since this is what usually occurs.

Thanks,

Julie

“Holman, Suzanne (AHRQ/IOPART/GM)" To Julie_Dunn@harvardpilgrim.org[(b)(6) Bharvardpilgrim.org

e HomAHGAHING him. govs ec|(b)(6) pmannlng.hamrd.edua ross.lazarus@channing.harvard.edu
09/07/2007 02:28 PM Subject IRB Approval for 1 R18 HS017045-01 (Lazarus)

Dear All,

I was putting the award package together and | came across an email dated Monday, August 27, which stated
that IRB submission was going to be made on September 6 which was yesterday. My question is: Did the IRB
review / approval happen yesterday as planned? If so, could | have a copy of your approval letter from the
meeting? If not, could you please let me know when you anticipate IRB approval? [ will not be able to print off
the award package until | know about IRB. The reason is, if IRB approval has occurred as planned, | need to
include that approval date in the award submission that is done on the computer. If not, | need to add a
restrictive term to the award which restricts funds until IRB approval has occurred.

Please let me know what you know today or early next week. Thanks so much!

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

97712007
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301-427-1462 or 1464 (fax)
Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

9/7/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Julie_Dunn@harvardpilgrim.org

Sent: Friday, September 07, 2007 2:32 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: |(b)(6) |@harvardpilgrim.org; ross.lazarus@channing.harvard.edu

Subject: Re: IRB Approval for 1 R18 HS017045-01 (Lazarus)
Importance: High

Hello Suzanne,

Until we receive an official Notice of Grant Award from AHRQ, we are unable to receive full IRB approval (which usually occurs within
2 weeks of award). Once that is granted, we will send a copy of the approval letter directly to you. Will this suffice?

Thanks,

Julie

el i e e A e o oA s ok ok oA e ool e ol i vk ok e e e o sl sl e e v ke e o sl e e ok e ek s e e e e de e -

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857

www.dacp.org
"Holman, Suzanne (AHRQ/OPARTIGM)" i L _
<Suunne.Holmn@£AHRa.hhs.gw> L Julie_Dunn@harvardpilgrim.org, |(0)(6) @harvardpilgrim.org

o [(b)(6) Pchanning harvard.edu>, ross.lazarus@channing.harvard.edu
Q071007 02:28 PM Subject IRB Approval for 1 R18 HS017045-01 (Lazarus)
Dear All,

| was putting the award package together and | came across an email dated Monday, August 27, which stated
that IRB submission was going to be made on September 6 which was yesterday. My question is: Did the IRB
review / approval happen yesterday as planned? If so, could | have a copy of your approval letter from the
meeting? If not, could you please let me know when you anticipate IRB approval? | will not be able to print off
the award package until | know about IRB. The reason is, if IRB approval has occurred as planned, | need to
include that approval date in the award submission that is done on the computer. If not, | need to add a
restrictive term to the award which restricts funds until IRB approval has occurred.

Please let me know what you know today or early next week. Thanks so much!
Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management

9/7/2007
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Agency for Healthcare Research an. Quality
540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)
Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

91712007



Holman, Suzanne (AHRQ/OPART/GM)

From: (b)(®) [@channing.harvard.edu]
Sent: riday, September 07, 2007 10:38 AM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: [(b)(6) |@harvardpilgrim.org; Julie_Dunn@harvardpilgrim.org;
ross.lazarus@channing.harvard.edu

Subject: Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Attachments: dean katica.vef

(b)(6)

Dear Suzanne,

Yes, this TBA (We put TBA until we got the grant number) is the same grant as 1 R18
HS017045-01. Dr. Lazarus does not have effort exceeding more than 100%.

The $ amount is just an estimate because we don't have the notice of award yet and this
grant is practically still pending until we receive the notice of award. Also, the award
amount shown on the other support is suppose to be just the direct cost for that
particular year and not the total project award amount.

Please let us know if you have any further questions.

Thank you,
()6 .

Administrative Agsistant to Dr. Lazarus
Channing Laboratory

[o)(6)

Holman, Suzanne (AHRQ/OPART/GM) wrote:
Dear Jochanna,

Good Morning! I believe that TBA (Platt) is not the same grant as this
one, even though they have the same project title, because the
approved funding is only for $247,144 and this proposed award (1 R18
HS017045-01) is for almost a million dollars for 2 years. Also,
Davidson is the PI on this one and Platt is the PI on whatever other
one TBA (Platt) is.

It would probably be best if Dr. Lazarus got back to me directly to
straighten this out because he should know first hand what projects he
is directly involved and not involved in. Also, Dr. Lazarus should
understand that his Level of Time and Effort cannot be more than 100%
total, including this award.

It would be sad if this continues to be the only item that holds up
this proposed grant award from being funded this fiscal year.

Suzanne Holman

* From: #(b)(6) Bharvardpilgrim.org

[mailto|h)(6) pharvardpilgrim.orgl

*Sent:* Thursday, September 06, 2007 11:25 AM

*To:* Holman, Suzanne (AHRQ/OPART/GM)

*Cc:* Julie Dunn@harvardpilgrim.org; ross.lazarus@channing.harvard.edu
;R b)(B) bchann’ing .harvard.edu

*Subject:* RE: Proposed Grant Award Number 1 R18 HS017045-01 - Other
Support clarification

VVVY VYV VY VY VYV VVYVYVYVYVYYVYVVYVYVYYYVY VYV VY



Suzanne,

It looks as though you may have counted this new grant twice-- on Dr.
Lazarus' Other Support Page it is listed as a current project.mome
Dr. Lazarus' admin, has added the grant award number to the
listed project to eliminate the confusion.

Thanks,
Johanna

* "Holman, Buzanne (AHRQ/OPART/GM)" <Suzanne.Holman®AHRQ.hhs.govs *

V VNV VYV VY VY VYVYV VY Y Y

09/05/2007 03:09 PM

v

v

v

» To

-[(6)(®) pharvardpilgrim.org

cc

Julie Dunn@harvardpilgrim.org, ross.lazarus@channing.harvard.edu

Subject

RE: Proposed Grant BAward Number 1 R18 HS017045-01 - Other Support
clarifieation

Dear

Attached is the revised other support page I created based on what you
sent me — Dr. Lazarus’ other support.

It appears that Dr. Lazarus eliminated one award that had 24% effort
that made him at 120% and then added one that had 20% effort so now
instead of being 120%, he is now at 116%. His total level of effort
cannot be more than 100%.

Please make have Dr. Lazarus adjust his Level of Time and Effort so we
can expedite this award. This is the only things that I see that is
holding up this award from being prepared for the Grants Officer’s
signature.

Suzanne Holman

* From: #H(b)(6) harvardpilgrim.org
[mailto|(b)(6) harvardpilgrim.org] *
Sent:* Tuesday, September 04, 2007 12:14 PM*

VVVVVVYVYVYVVVVVYVYVYY VYVVYVVYVYVVYVYVVYVVYVYVYVYVVYVYVYVVY VYV VY
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To:* Holman, Suzanne (AHR(, JPART/GM)*

Cc:* Julie Dunn@harvardpilgrim.org*

Subject:* Re: Proposed Grant Award Number 1 R18 HS017045-01 Other
Support clarification

Hi Suzanne,

v V.V V Vv VYV VY

I hope you had a nice Labor Day weekend! Attached is Dr. Lazarus'
Other Support page. Please let Julie and I know if you need anything
else.

Thanks !
(b)(6)

* Julie Dunn/CORP/HPHC *

09/04/2007 11:00 AM

To

"Holman, Suzanne (AHRQ/OPART/GM)" <Suzanne.Holman@AHRQ.hhs.govs>

cc

[(b\(BY |@hphc.org

Subject

Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support
clarification Link
<Notes:///852572580072070C/38D46BF5E8F08834852564B500129B2C/E2E63BCAS1
F435DF8525734700460F37>

Hello Suzanne,

I have seen the correspondence that occurred last week during my
vacation & believe that Johanna has provided you with most of the
outstanding documents that you have requested. Could you please let us
know if there are any additional elements that you still need & we
will be sure to get them to you ASAP?

Many Thanks,

Julie

AR A AT AT AR A AR AR TR A ANAATAA TR AL AR AR R A AT A E T A AR A r ke hohhd
<
Julie D. Dunn, MPH

Project Manager - PharmacoEpidemioclogy / Health IT Department of
Ambulatory Care and Prevention Harvard Medical School / Harvard

3
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> 133 Brockline Ave , 6th Floor

> Boston , MA 02215

> Phone: (617) 509-9880 / Fax: (617) 509-9857 www.dacp.org

* "Holman, Suzanne (AHRQ/OPART/GM)" <Suzanne.Holman@AHRQ.hhs.govs *

08/30/2007 08:44 AM
To

Julie Dunn@harvardpilgrim.org

ccC

ross.lazarus@channing.harvard.edu ,
TSV _ Pharvardpilgrim.org ,E== 1@harvard.edu ,

>[(b)(6) pPhphc.org J[iph)(6) @partners.org ,kgwe] jevmed . org

Subject

Proposed Grant Award Number 1 R18 HS017045-01 - Other Support
clarification

Dear Julie Dunn,

Everything seems to be in order administratively based on the
information you sent me.

The only item I need clarified is that for the five researchers (Dr.
Ross Lazarus, Dr. Jeffrey Brown, Dr. Ken Kleinman, Dr. Michael
Klompas, and Dr. R. Platt) you sent me regarding their Other Support,
that none of the projects listed under “Pending” are “Active.” The
reason I ask this is because under Dr. Brown, it locks like at least 2
listed under “Pending” should be “Active” and under Dr. Kleinman, one
might be “Active” instead of “Pending”. Please clarify.

>
>
>
>
>
>
-
>
>
>
>
>
>
>
>
>
>
>
=
>
-
-
>
=
>
>

v v v

Also, I still need Other Support for Dr. Francis Campion.
Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology;
Grants Management Agency for Healthcare Research and Quality 540
Gaither Road , Room 4202 Rockville , Maryland 20850 301-427-1460
(phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrq.hhs.gov <mailto:Suzanne.Holman®@ahrg.hhs.govs>

VVVVVVYVVVVY VWV VY
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The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended addressee(s)
only. If you are not the intended recipient, you are hereby notified
that any review, disclosure, reproduction, distribution or other use
of this communication is strictly prohibited. If you received this
email in error, please notify the sender by reply and delete the
message without saving, copying or disclosing it. Thank you.

The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended addressee(s)
only. If you are not the intended recipient, you are hegreby notified
that any review, disclosure, reproduction, distribution or other use
of this communication is strictly prohibited. If you received this
email in error, please notify the sender by reply and delete the
message without saving, copying or disclesing it. Thank you.
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Friday, September 07, 2007 8:08 AM

To: |(b)(6) @harvardpilgrim.org'

Cc: Julie_Dunn@harvardpilgrim.org; 'ross.lazarus@channing.harvard.edu’;

[b)6) |@channing.harvard.edu’
Subject: RE: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Dear

Good Moming! I believe that TBA (Platt) is not the same grant as this one, even though they have the same project title,
because the approved funding is only for $247,144 and this proposed award (1 R18 HS017045-01) is for aimost a miilion
dollars for 2 years. Also, Davidson is the Pl on this one and Platt is the Pl on whatever other one TBA (Platt) is.

It would probably be best if Dr. Lazarus got back to me directly to straighten this out because he should know first hand
what projects he is directly involved and not involved in. Also, Dr. Lazarus should understand that his Level of Time and
Effort cannot be more than 100% total, including this award.

It would be sad if this continues to be the only item that holds up this proposed grant award from being funded this fiscal
year.

Suzanne Holman

From{(b)(6) [@harvardpilgrim.org [mailto{b)(6) [@harvardpilgrim.org]
Sent: Thursday, September 06, 2007 11:25 AM
To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: Julie_Dunn@harvardpilgrim.org; ross.lazarus@channing.harvard.edu|(b)(6) dchanning.harvard.edu
Subject: RE: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Suzanne,

It looks as though you may have counted this new grant twice— on Dr. Lazarus' Other Support Page it is listed as a
current project. Dean Katica, Dr. Lazarus’ admin, has added the grant award number to the listed project to eliminate the
confusion.

Thanks,
Johanna
"Holman, Suzanne (AHRQ/OPARTIGM)" To[BYE @ harvardpilgrim.org

<S ; .hhs, "
Uzanae HolmangAHRC e gov> cc Julie_Dunn@harvardpilgrim.org, ross.lazarus@channing.harvard.edu

09/05/2007 03:00 PM Subject RE: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Dear

Attached is the revised other support page | created based on what you sent me — Dr. Lazarus’ other support.

It appears that Dr. Lazarus eliminated one award that had 24% effort that made him at 120% and then added one that had

9/7/2007
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20% effort s0 now instead of being ¢* 6, he is now at 116%. His total level of el cannot be more than 100%.

Please make have Dr. Lazarus adjust his Level of Time and Effort so we can expedite this award. This is the only things
that | see that is holding up this award from being prepared for the Grants Officer's signature.

Suzanne Holman

From: [b)(6) l@harvardpilgrim.org [mailto: [(b)6) ~ [@harvardpilgrim.org]
Sent: Tuesday, September 04, 2007 12:14 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Hi Suzanne,

| hope you had a nice Labor Day weekend! Attached is Dr. Lazarus' Other Support page. Please let Julie and | know if
you need anything else.

Thanks!

h\(RY

Julie Dunn/CORP/HPHC
To "Holman, Suzanne (AHRQ/OPART/GM)" <Suzanne.Holman@AHRQ.hhs.gov>

09/04/2007 11:00 AM cc[(b)(6) @hphc.org

Hello Suzanne,

| have seen the correspondence that occurred last week during my vacation & believe that Johanna has provided you with
most of the outstanding documents that you have requested. Could you please let us know if there are any additional
elements that you still need & we will be sure to get them to you ASAP?

Many Thanks,

Julie

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookiine Ave, 6th Floor

9/7/12007
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Boston, MA 02215
Phone: (617) 509-9880 / Fax: (617) 509-9857

www.dacp.org

"Holman, Suzanne (AHRQ!dPART!GH}"
<Suzanne.Holman@AHRQ.hhs.gov>

08/30/2007 08:44 AM

To Julie_Dunn@harvardpilgrim.org

cc ross.lazarus@channing.harvard.edu, [[b)(6) ardpilgrim.org,
(b6 harvard.edulr v/ &y hphc.org{(b)(6) |@partners.org,
. b)(6) vmed.org

Subject Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Dear Julie Dunn,
Everything seems to be in order administratively based on the information you sent me.

The only item | need clarified is that for the five researchers (Dr. Ross Lazarus, Dr. Jeffrey Brown, Dr.
Ken Kleinman, Dr. Michael Klompas, and Dr. R. Platt) you sent me regarding their Other Support, that
none of the projects listed under “Pending” are “Active.” The reason | ask this is because under Dr.
Brown, it looks like at least 2 listed under “Pending” should be “Active” and under Dr. Kleinman, one
might be “Active” instead of “Pending”. Please clarify.

Also, | still need Other Support for Dr. Francis Campion.
Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrqg.hhs.gov

9/7/2007
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The information contained in this email message and any attachments may be privileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

The information contained in this email message and any attachments may be privileged and/or confidential. It
1s for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

9/7/12007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent: Wednesday, September 05, 2007 3:09 PM

To: |(b)(6) [@harvardpilgrim.org'

Cc: Julie_Dunn@harvardpilgrim.org; 'ross.lazarus@channing.harvard.edu’

Subject: RE: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Attachments: Revised Other Support.xls

Dear Johanna,
Attached is the revised other support page | created based on what you sent me — Dr. Lazarus’ other support.

It appears that Dr. Lazarus eliminated one award that had 24% effort that made him at 120% and then added one that had
20% effort so now instead of being 120%, he is now at 116%. His total level of effort cannot be more than 100%.

Please make have Dr. Lazarus adjust his Level of Time and Effort so we can expedite this award. This is the only things
that | see that is holding up this award from being prepared for the Grants Officer's signature.

Suzanne Holman

From:{(b)(6) ®harvardpilgrim.org [mailto:{b)(6) [@harvardpilgrim.org]
Sent: Tuesday, September 04, 2007 12:14 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Hi Suzanne,

I hope you had a nice Labor Day weekend! Attached is Dr. Lazarus' Other Support page. Please let Julie and | know if
you need anything else.

Thanksl!
Julie Dunn/CORP/HPHC To "Holman, Suzanne (AHRQ/OPART/GM)" <Suzanne.Holman@AHRQ hhs.gov>
cc [b)BY __ J@hphc.org
09/04/2007 11:00 AM Subject Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support
darlﬁcallonLinl(

Hello Suzanne,

| have seen the correspondence that occurred last week during my vacation & believe that Johanna has provided you with
most of the outstanding documents that you have requested. Could you please let us know if there are any additional

elements that you still need & we will be sure to get them to you ASAP?

9/5/2007
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Many Thanks,

Julie

v sk o s s e sk e e e e e el vt sk e e ol ek ek ol e ol e e o vk el e e e s e e e e e e deb e sk e e

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857

www.dacp.org

"Holman, Suzanne (AHRQ/OPART/GM)"
<Suzanne.Holman@AHRQ.hhs.gov>
To Julie_Dunn@harvardpilgrim.org

cc ross.lazarus@channing.harvard.edul(H)(6) pharvardpilgrim.org,
[@harvard.edu, {{h\(RY @ pncorg(h\(AY s

(b)(B) {@vmed.org
Subject Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

08/30/2007 08:44 AM

Dear Julie Dunn,
Everything seems to be in order administratively based on the information you sent me.

The only item | need clarified is that for the five researchers (Dr. Ross Lazarus, Dr. Jeffrey Brown, Dr.
Ken Klieinman, Dr. Michael Klompas, and Dr. R. Platt) you sent me regarding their Other Support, that
none of the projects listed under “Pending” are “Active.” The reason | ask this is because under Dr.
Brown, it looks like at least 2 listed under “Pending” should be “Active” and under Dr. Kleinman, one
might be “Active” instead of “Pending”. Please clarify.

Also, | still need Other Support for Dr. Francis Campion.
Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

9/5/2007
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The information contained in this ¢ il message and any attachments may | _rivileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

9/5/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: (b)) l@harvardpilgrim.org

Sent: Tuesday, September 04, 2007 12:14 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Attachments: LAZARUS-OTHER SUPPORT-September 2007 .pdf

Hi Suzanne,

I hope you had a nice Labor Day weekend! Attached is Dr. Lazarus' Other Support page. Please let Julie and | know if you need
anything else.

Thanks!

b)(6)

S TO »Hoiman, Suzanne (AHRQ/OPART/GM)" <Suzanne. Holman@AHRQ.hhs gov>
=

08/04/2007 11:00 AM hAARY phphe.org

Subject pe. Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarificationLink

Hello Suzanne,

| have seen the correspondence that occurred last week during my vacation & believe that Johanna has provided you with most of
the outstanding documents that you have requested. Could you please let us know if there are any additional elements that you still
need & we will be sure to get them to you ASAP?

Many Thanks,

Julie

------------------------------------------------

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857

www.dacp.org

"Holman, Suzanne (AHRQ/OPART/GM)"
<Suzanne.Holman@AHRQ.hhs.gov>

To Julie_Dunn@harvardpilgrim.org

9/4/2007
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08/30/2007 08:44 AM cc ross.lazarus@channing.harvard.edu, I37&Y —___ Bharvardpilgrim.org,
h)(B) @harvard.edulfinviay __J@hphc.org,[p)(g) Rrartners.org,
barev —— Tvmed.org

Subject Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Dear Julie Dunn,
Everything seems to be in order administratively based on the information you sent me.

The only item | need clarified is that for the five researchers (Dr. Ross Lazarus, Dr. Jeffrey Brown, Dr. Ken
Kleinman, Dr. Michael Klompas, and Dr. R. Platt) you sent me regarding their Other Support, that none of the
projects listed under “Pending” are “Active.” The reason | ask this is because under Dr. Brown, it looks like at
least 2 listed under “Pending” should be “Active” and under Dr. Kleinman, one might be “Active” instead of
‘Pending”. Please clarify.

Also, | still need Other,Support for Dr. Francis Campion.
Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

9/4/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Tuesday, September 04, 2007 11:05 AM

To: "Julie_Dunn@harvardpilgrim.org'

Subject: RE: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Dear Julie,

The only problem is that Ross Lazarus' Other Support is now at 120%. It cannot be above 100%. Please send me a revised Other
Support for Dr. Lazarus as soon as possible. Thanks!

Suzanne

From: Julie_Dunn@harvardpilgrim.org [mailto:Julie_Dunn@harvardpilgrim.org]

Sent: Tuesday, September 04, 2007 11:01 AM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc:|(b)(6) Phphc.org

Subject: Re: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Hello Suzanne,

| have seen the correspondence that occurred last week during my vacation & believe that Johanna has provided you with most of
the outstanding documents that you have requested. Could you please let us know if there are any additional elements that you still
need & we will be sure to get them to you ASAP?

Many Thanks,

Julie

e e e e e e e el e sk e e e ek e e ok e e o e sl sl e e ok ke e e e e v o e e e e e

Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambutatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857
www.dacp.org

"Holman, Suzanne (AHRQ/OPARTIGM)" To Julie Dunn@harvardp“lgnm org

<Suzanne.Holman@AHRQ.hhs.gov> harvardpilgrim.org,

Dpartners.org,

08/30/2007 08:44 AM
Subject Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

Dear Julie Dunn,

Everything seems to be in order administratively based on the information you sent me.

9/4/2007
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g b
The only item | need clarified is that . .r the five researchers (Dr. Ross Laz...us, Dr. Jeffrey Brown, Dr. Ken
Kleinman, Dr. Michael Klompas, and Dr. R. Platt) you sent me regarding their Other Support, that none of the
projects listed under “Pending” are “Active.” The reason | ask this is because under Dr. Brown, it looks like at
least 2 listed under “Pending” should be “Active” and under Dr. Kleinman, one might be “Active” instead of
“Pending”. Please clarify.

Also, | still need Other Support for Dr. Francis Campion.
Thank you in advance for your cooperation.

Suzanne Holman _

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

9/4/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Friday, August 31, 2007 7:59 AM

To: [(0)(6) [@harvardpilgrim.org'

Cc: Julie_Dunn@harvardpilgrim.org

Subject: RE: Other Support for 1 R18 HS017045-01 (Lazarus)

Dear Johanna,

Thank you for the additional information and updated Other Support; however, the real issue remains Dr. Lazarus.

If | do not get an updated Other Support for Dr. Lazarus next week, we'll have to issue the award with restriction funds until we
receive that information because, as it stands now, it appears that Dr. Lazarus does not have sufficient time to devote to this award
with everything else on his plate!

Suzanne Holman

From: [(b)(6) |@harvardpilgrim.org [mailto:[(b)(6) [@harvardpilgrim.org]
Sent: Thursday, August 30, 2007 4:21 PM
To: Holman, Suzanne (AHRQ/OPART/GM)
Cc: Julie_Dunn@harvardpilgrim.org

Subject: Re: Other Support for 1 R18 HS017045-01 (Lazarus)

Suzanne,

Attached is Dr. Campion's Other Support.

Thanks,

b)(6) ORP/HPHC To "Holman, Suzanne (AHRQ/OPART/GM)" <Suzanne.Holman@AHRQ.hhs.gov>
cc Julie_Dunn@harvardpilgrim.org

08/30/2007 01:52 PM .
Sublect pe. other Support for 1 R18 HS017045-01 (Lazarus)Link

Suzanne,

Attached are the updated Other Support pages for Dr. Brown and Dr. Kleinman along with the updated Other Support Excel file. I'm
still waiting to hear back from Dr. Campion and Dr. Lazarus.

P

kb)(6)

8/31/2007
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Research Assistant - Pharmacoepidemioloyy
Department of Ambulatory Care and Prevention
Harvard Med School / Harvard Pilgrim Health Care
133 Brookline Ave

Boston, MA 02215

617.509.9796

"Holman, Suzanne (AHRQ/OPART/GM)" To Julie_Dunn@harvardpilgrim.org0)(6) @hphc.org

<Suzanne.Holnan@AHRQ.hhe.gov> cc ross.lazarus@channing.harvard.edu

j 17 1
08/30/2007 11:57 AM Subject Other Support for 1 R18 H5017045-01 (Lazarus)

Dear All,

According to the attached Excel spreadsheet which [ created based on what Julie Dunn sent me, the only researcher wha is over
100% is Dr. Lazarus when you include this proposed award. (Of course, | am still awaiting Dr. Campicn’s Other Support before | can
give a final OK on this area).

Please review the attached spreadsheet for any errors and, of course, necessary adjustments for Dr. Lazarus.
Thank you so much for your continued cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. 1t is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,

reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

8/31/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: TR [@harvardpilgrim.org

Sent: Thursday, August 30, 2007 1:52 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: Re: Other Support for 1 R18 HS017045-01 (Lazarus)

Attachments: Other Support.xls; Brown_Other_Support_8.30.07.pdf; Kleinman_Other_Support_8.30.07.pdf; Other
Support_Updated.xls

Suzanne,

Attached are the updated Other Support pages for Dr. Brown and Dr. Kleinman along with the updated Other Support Excel file. I'm
still waiting to hear back from Dr. Campion and Dr. Lazarus.

Thank you,

[(b)(6) |
Research Assistant - Pharmacoepidemiclogy
Department of Ambulatory Care and Prevention
Harvard Med School / Harvard Pilgrim Health Care
133 Brookline Ave

Boston, MA 02215

[(b)(6) |

"Holman, Suzanne (AHRQ/OPART/GM)" ) . _

‘Suzanne.HnlmnéAHRQ.hhs.gW> ) To Julie_Dunn@harvardpilgrim.org [(b)(6) [@hphc.org
= ross.lazarus@channing harvard.edu

GARNZ00711:57 AM Subject Other Support for 1 R18 HS017045-01 (Lazarus)

Dear All,

According to the attached Excel spreadsheet which | created based on what Julie Dunn sent me, the only researcher who is over
100% is Dr. Lazarus when you include this proposed award. (Of course, | am still awaiting Dr. Campion’s Other Support before | can
give a final OK on this area). :

Please review the attached spreadsheet for any errors and, of course, necessary adjustments for Dr. Lazarus.
Thank you so much for your continued cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management

Agency for Healthcare Research and Quality
540 Gaither Road, Room 4202

8/30/2007
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Rockyville, Maryland 20850
301-427-1460 (phone)
301-427-1462 or 1464 (fax)
Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

8/30/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent: Thursday, August 30, 2007 11:57 AM

To: Julie_Dunn@harvardpilgrim.org; [b)(6) Phphc.org'
Cc: 'ross.lazarus@channing.harvard.edu’

Subject: Other Support for 1 R18 HS017045-01 (Lazarus)

Attachments: Other Support.xls

Dear All,

According to the attached Excel spreadsheet which | created based on what Julie Dunn sent me, the only researcher who is over
100% is Dr. Lazarus when you include this proposed award. (Of course, | am still awaiting Dr. Campion’s Other Support before | can
give a final OK on this area).

Please review the attached spreadsheet for any errors and, of course, necessary adjustments for Dr. Lazarus.
Thank you so much for your continued cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

8/30/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: [(b)(6) [@harvardpilgrim.org

Sent: Thursday, August 30, 2007 10:08 AM

To: Holman, Suzanne (AHRQ/OPART/GM)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: Re: Fringe Rate Used for Other Personnel at BWH needs to be verified

Attachments: BWH_Budget_Justification.pdf, ESP_VAERS_Other_pers_base_sal&fringe_Updated.doc

Suzanne,

Thank you for sending these e-mails along to me. Attached is the Budget Justification for BWH that explains the fringe rates as well
as an updated version of the document "ESP_VAERS_Other_pers_base_sal&fringe.doc”

Please let me know if this is sufficient. | will get you the updated Other Support pages by the afternoon.

Thanks!
(b)(8)
"Holman, Suzanne (AHRQ/OPARTIGM)"
<Suzanne.Holman@AHRQ.hhs.gov> } T° Julie_Dunn@narvardpilgrim.org[(b) (6) hphe.org
cc
08/30/2007 09:03 AM Subject Fringe Rate Used for Other Personnel at BWH needs to be verified

It calculates out to be((b)(4) however, | have no documentation to show that is what the Fringe Rate should be.
Thanks.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,

8/30/2007
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reproduction, distribution or other use o1 this communication is strictly prohibitea. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

8/30/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Thursday, August 30, 2007 8:50 AM

To:  [B)(®) l@hphe.org’

Subject: FW: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification

FYI1 — since Julie Dunn is out of the office.

Suzanne Holman

From: Holman, Suzanne (AHRQ/OPART/GM)
Sent: Thursday, August 30, 2007 8:45 AM
To: 'Julie_Dunn@harvardpilgrim.org'

Cc: 'ross.lazarus@channing.harvard.edu'; 1)) leharvardpiigrim.org’; {B)6)  Iharvard.edu’;
(b)(6) @hphc.org’;[(b)(6) ___ |@partners.org’; [(b)(6) h@vmed.org'

Subject: Proposed Grant Award Number 1 R18 HS017045-01 - Other Support clarification
Dear Julie Dunn,
Everything seems to be in order administratively based on the information you sent me.

The only item | need clarified is that for the five researchers (Dr. Ross Lazarus, Dr. Jeffrey Brown, Dr. Ken
Kleinman, Dr. Michael Klompas, and Dr. R. Platt) you sent me regarding their Other Support, that none of the
projects listed under “Pending” are “Active.” The reason | ask this is because under Dr. Brown, it looks like at
least 2 listed under “Pending” should be “Active” and under Dr. Kleinman, one might be “Active” instead of
“Pending”. Please clarify.

Also, | still need Other Support for Dr. Francis Campion.
Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

8/30/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Tuesday, August 28, 2007 2:14 PM

To: 'Julie_Dunn@harvardpilgrim.org'

Subject: RE: Fw: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Strange. This time, everything came out normal. Now | can actually read it! However, | probably will not get to it today.

Suzanne

From: Julie_Dunn@bharvardpilgrim.org [mailto:Julie_Dunn@harvardpilgrim.org]
Sent: Tuesday, August 28, 2007 1:26 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Subject: RE: Fw: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Hi Suzanne,

Interesting - things looks fine on my end - are you referring to the font within the e-mail or on the attached PDF files? | can attempt to
re-send either / all of these in a different font if you'd like...

Thanks,

Julie

"Holman, Suzanne (AHRQ/OPARTIGM)" To Julie_Du harvardpilgrim.
<Suzanne.Holman@AHRQ.hhs.gov> ‘:: ulie_Dunn@harvardpilgrim.org

08/28/2007 01:14 PM Subject RE: Fw: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Yes. Just curious why the font came out so small.

Suzanne

From: Julie_Dunn@harvardpilgrim.org [mailto:Julie_Dunn@harvardpilgrim.org]
Sent: Tuesday, August 28, 2007 12:33 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Subject: Re: Fw: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Hello Suzanne,

| just wanted to follow-up to ensure that you had, in fact, received the following e-mail with attachments that | submitted to you
yesterday?

Many Thanks,

Julie

8/28/2007
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Julie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857
www.dacp.org

Julie

Dunn/CORP/HPHC
To Suzanne.Holman@AHRQ .hhs.gov

z cc ross.lazarus@channing.harvard.edul(b)(6) Bharvard.edu, [(0)(6)  [@hphc.org|(P)(8)  lppartners.org,
08/27/2007 04:22 PM mad.org (b)(6) ICORP/HPHC@HPH
Subjec

Re: Fw: Proposed Award Number 1 R18 HS017045-01 (Lazarus)Link

3N

I

s
N2 ,\B‘&Mf” -
7 Y

Per your request, please find documentation attached in order to complete the administrative review for our ESP:VAERS proposal.
Please confirm receipt of this e-mail, as we have been experiencing problems with e-mail attachments as of late.

g

To answer your questions specifically:

1. When do you anticipate receiving IRB approval?

We are unable to obtain IRB approval until we have received formal award from AHRQ. Assuming that
thie is received in a timely manner,we would be able to submit for full internal IRB review /
approval on September 6th. Otherwise we expect to receive approval at the October meeting of the

IRB.

=

> 2. The Fringe Rates used for Harvard Pilgrim Health Care and Harvard
> Vanguard Medical Associates (Subaward 1) need to be verified. I

> only have them in the Budget Justification for Channing Laboratory,
> Brigham and Women's Hospital (Subaward 2).

See fringe rates for these institutions listed within the "Other Personnel™ salary document.

>

> 3. The Base Salaries used for all Other Personnel needs to be provided.

See attached file.

>

> 4. Office Supplies, Travel, Consultant Service, Equipment, and

> ADP/Computer Services all need to be itemized for the budgets.

See attached file.

>

> 5. Documentation is needed for Modified Total Direct Cost Indirect Rate of 75%

> The current F&A Rate Agreement shows rates of [b)(4) |

To clarify, the MTDC rate for HPHC (the Prime site) is, in fact, [hWd | for HVMA. I have
attached the official MTDC rate agreement for BWH / Channing Laboratory, which is set at 75%.
Please let me know if this information is sufficient or if you require additional documentation.

8/28/2007



6. A listing of Other Research Support for all Senior/Key Personnel

needs to be included plus any pending awards slated to start within
the next one - two months.

See attached Zip file.

>

> in calendar months and/or percentage is needed. This proposed award
=

>

Many Thanks,

Julie

sk vie e e sl ol e e e o o o el e o ol ok e e e o e o e e ol e e e ek e e e e e ke e e e e ok sk e v e e e e e e

Jufie D. Dunn, MPH

Project Manager - PharmacoEpidemiology / Health IT
Department of Ambulatory Care and Prevention
Harvard Medical School / Harvard Pilgrim Healthcare
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-9857

www.dacp.org

v

"Holman, Suzanne {AHRQ/OPART/GM)" <Suzanne.Holman@AHRQ.hhs.gov>
08/18/2007 03:50 PM

To

Research Admin@hphc.org

cc

ross.lazarus@channing.harvard.edu

Subject

Proposed Award Number 1 R18 HS017045-01 (Lazarus)
Dear Ms. Richard,

I have been assigned to perform the administrative review on the
proposed subject award.

Here is a list of items that I need to be addressed in order to
complete my administrative review:

1. When do you anticipate receiving IRB approval?

Vanguard Medical Associates (Subaward 1) need to be verified. I
‘'only have them in the Budget Justification for Channing Laboratory.
Brigham and Women's Hospital (Subaward 2).

8/28/2007

V VWV VYV VV VVYVY VV VY VYV VV VY VVVV VV VYV VYV ¢ vy

----- Forwarded by Nwenna Swan/CORP/HPHC on 08/20/2007 10:17 AM -----

2. The Fringe Rates used for Harvard Pilgrim Health Care and Harvard

Page 3 of 4
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3. The Base Salaries used for all Other Personnel needs to be provided.

4. Office Supplies, Travel, Consultant Service, Equipment, and
ADP/Computer Services all need to be itemized for the budgets.

5. Documentation is needed for Modified Total Direct Cost Indirect Rate of 75%
The current F&A Rate Agreement shows rates ObeX4)

6. A listing of Other Research Support for all Senior/Key Personnel

in calendar months and/or percentage is needed. This proposed award
needs to be included plus any pending awards slated to start within

the next one - two months.

If possible, please have all this information to me no later than
COB on Monday, ARugust 27, 2007.

Thank you in advance for your cooperation.

Suzanne Holman
Grants Management Specialist
Office of Performance, Accountability, Resources, and Technology;

Grants Management

Agency for Healthcare Research and Quality
540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)
301-427-1462 or 1464 (fax)
Suzanne.Holman@ahrqg.hhs.gov

V VVV VV VYV VVV V VV VVVY VYV VVY V VV VVYVY vy

v

[attachment "ESP_VAERS_Other pers_base sal&fringe.pdf" deleted by Julie Dunn/CORP/HPHC)] [attachment
"HPHC _ itemized justification.pdf" deleted by Julie Dunn/CORP/HPHC] [attachment "ESP VAERS Other Suppot.zip"
deleted by Julie Dunn/CORP/HPHC] [attachment "BWH_Rate_Agreement 09-25-06.pdf" deleted by Julie
Dunn/CORP/HPHC]

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,

reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

8/28/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Nicholas_Mulherin@harvardpilgrim.org

Sent:  Friday, August 24, 2007 1:46 PM

To: Holman, Suzanne (AHRQ/OPART/GM)

Subject: Re: Fw: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Hi, Suzanne. | just wanted to let you know that | received this request today (I was away from my office at a conference
for the last four days) and will get working on it immediately so you can have it by COB on Monday — | don't anticipate
this being a problem, but | will let you know if | encounter any hold-ups in getting the information (I don't know who else
may not be in the office today or Monday).

best regards,
Nick

Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphc.org

v

----- Forwarded by Nwenna Swan/CORP/HPHC on 08/20/2007 10:17 AM -----

"Holman, Suzanne (AHRQ/OPART/GM)}Y <Suzanne.Holman®AHRQ.hhs.gov>
08/18/2007 03:50 PM

To

Research_ Admin@hphc.org

ce

ross . lazarue@channing . harvard.edu

Subject

VVV VY VY VY VYV VYV

Proposed Award Number 1 R18 HS017045-01 (Lazarug)
Dear Ms. Richard,

I have been assigned to perform the administrative review on the
proposed subject award.

Here is a list of items that I need to be addressed in order to
complete my administrative review:

1. When do you anticipate receiving IRB approval?

2. The Fringe Rates used for Harvard Pilgrim Health Care and Harvard
Vanguard Medical Associates (Subaward 1) need to be wverified. I
only have them in the Budget Justification for Channing Laboratory,
Brigham and Women's Hospital (Subaward 2).

3. The Base Salaries used for all Other Personnel needs to be provided.

4. Office Supplies, Travel, Consultant Service, Eguipment, and
ADP/Computer Serviceg all need to be itemized for the budgets.

5. Documentation is needed for Modified Total Direct Cost Indirect Rate of 75%
The current F&A Rate Agreement shows rates °f(tﬂ(4)

6. A listing of Other Research Support for all Senior/Key Perscnnel
in calendar montha and/or percentage is needed. This proposed award
needs toc be included plus any pending awards slated to etart within
the next one - two months.

If possible, please have all this information to me no later than
COB on Monday, August 27, 2007.

8/25/2007
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Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology:
Grants Management

Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman®@ahrg. hhe.gov

The information contained in this email message and any attachments may be privileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

8/25/2007
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Holman, Suzanne (AHRQ/OPART/GM)

From: Holman, Suzanne (AHRQ/OPART/GM)

Sent:  Monday, August 20, 2007 11:00 AM

To: 'Research_Admin@harvardpilgrim.org’

Subject: RE: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

That is fine. COB Friday, August 31, 2007, is fine to get back to me, in this case.

Suzanne Holman

From: [(P)(6) @harvardpilgrim.org [mailtofb)(6)  |@harvardpilgrim.org] On Behalf Of
Research_Admin@harvardpilgrim.org

Sent: Monday, August 20, 2007 10:15 AM

To: Holman, Suzanne (AHRQ/OPART/GM)

Subject: Re: Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Good morning,

| wanted to let you that know that we rec'd your email. Our grant manager, Nick Mulherin (he's on vacation and returns
later this week), will respond to your requests when he gets back.

Thank you.

[(By&) I
Administrative Assistant
Office of Sponsored Programs
Harvard Pilgrim Healthcare
133 Brookline Avenue, 5th FIr.

DG gg}(‘)’”e’
“Holman, Suzanne (AHRQ/OPARTIGM)" To Research_Admin@hphe.org

<Suzanne.Holman@AHRQ.hhs.gov> oc ross lazary anning harverd.sdu

P HS017045-01
08/18/2007 03:50 PM Subject Proposed Award Number 1 R18 HS017045-01 (Lazarus)

Dear Ms. Richard,

| have been assigned to perform the administrative review on the proposed subject award.
Here is a list of items that | need to be addressed in order to complete my administrative review:
1. When do you anticipate receiving IRB approval?

2. The Fringe Rates used for Harvard Pilgrim Health Care and Harvard Vanguard Medical
Associates (Subaward 1) need to be verified. | only have them in the Budget Justification for

Channing Laboratory, Brigham and Women's Hospital (Subaward 2).

8/20/2007
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3.  The Base Salaries used for all Other Personnel needs to be provided.

4. Office Supplies, Travel, Consultant Service, Equipment, and ADP/Computer Services all need
to be itemized for the budgets.

5. Documentation is needed for Modified Total Direct Cost Indirect Rate of 75%. The current F&A

Rate Agreement shows rates of{(b)(4) |

6.  Alisting of Other Research Support for all Senior/Key Personnel in calendar months and/or
percentage is needed. This proposed award needs to be included plus any pending awards slated to
start within the next one — two months.

If possible, please have all this information to me no later than COB on Monday, August 27, 2007.
Thank you in advance for your cooperation.

Suzanne Holman

Grants Management Specialist

Office of Performance, Accountability, Resources, and Technology; Grants Management
Agency for Healthcare Research and Quality

540 Gaither Road, Room 4202

Rockville, Maryland 20850

301-427-1460 (phone)

301-427-1462 or 1464 (fax)

Suzanne.Holman@ahrg.hhs.gov

The information contained in this email message and any attachments may be privileged and/or contidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

8/20/2007



Harvard Pilgrim Health Care
Itemized Budget Justification

Office Supplies
$200 Year 1

$205 Year 2

Standard office supplies are calculated at approximately .2% of subtotal Direct Costs for HPHC. This
includes toner cartridges and photocopying to support staff working on this project, in addition to support for
routine conference calls and additional correspondence between HYMA, BWH, HPHC and the MDPH.

Travel
$1,470 Year 1
$1,600 Year 2

As required within the RFP, funding is requested to allow at least two members of the project team to attend
at least three days of an annual AHRQ grantee meeting in the Washington DC area. Approximate costs
were calculated as follows:

2 round trip flights from Boston, MA to Washington, D.C. @ $200/each ($200 * 2 = $400.00)

2 nights stay for 2 rooms @ $250 / night ($250*2 = $500 *2 = $1,000)

Additional incurred costs (taxes, meals, etc) make up the additional balance for each year, estimated cost
inflation/increase factored in for Year 2.

Year 1

Epic Consulting Services
b)(4)
Year 2

Funds are requested to support necessary consulting services provided by EpicCare, the EMR vendor
through which ESP:VAERS will be operationalized within the HYMA / HealthOne system.
Costs were calculated at a consulting rate of|(b)(4) |allowing for(b)(4 |hours (b)4) |of service during

Year 1, andhours (b)(4) during Year 2.

Facilities and Administration costs for HPHC are calculated a{(b)(4) pf modified total direct costs.




LAZARUS, Ross

ESP:VAERS
Year 1 Institutional Base Salary Information for all Other Personnel*

NAME TITLE BASE SALARY
HPHC (Prime)
Julie Dunn, MPH Project Manager (b)(4); (b)(6)

(b)(6)

Research Assistant

TBN Senior Programmer

HPHC FRINGE RATES:
|(b)(5)
All Other =(b)(4)

={(0)(4)

BWH
(b)(6) Laboratory Manger b)(4); (b)(6)

Programmer
Administrative Asst.

BWH FRINGE RATES:

Lazarus =(b)(4)

All Other]

HVMA

TBN Senior EPIC (b)(4); (b)(6)
Programmer

HVMA FRINGE RATES:

A OGN

Programmer ={(b)(4)

* all salaries for year 2 were estimated incorporating {(®)4); |ncrease from those listed
abo"e SIS




BUDGET JUSTIFICATION ﬁﬁf'GNMENT NUMBER

Adverse Event Ambulatory Care Surveillance System
Channing Laboratory, Brigham and Women's Hospital

Personnel

Fringe benefits are calculated at{b)(4) for professionals (M.D.s, Ph.D.s, and other doctoral level degree
holders, excluding post-doctoral fellows)(b)(4) |for non-professionals (non-doctoral degree holders), and

(b)(4) for post-doctoral fellows. Salaries are adjusted each year at|(b)(4) gbove the previous year’s figures.

Professional Personnel

Ross Lazarus, M.B.B.S., M.P.H, Principle Investigator, 2.4 calendar months.

Dr Ross Lazarus, Director of Bioinformatics at the Channing Laboratory, will be the Pl and will dedicate one
day each week to this project. Dr Lazarus will provide direction and leadership for the programmer-analyst and
the administrative support, meeting with the Project Manager and Programmer-analyst each week to review
progress to date and to discuss and modify the work plan. He will be the technical lead for the project,
providing advice on the design of the overall system, and will ensure that widely adopted infrastructure is used
to enhance application transportability. He will be responsible for specifying the overall design, testing and
development strategy for all application development and play a major role in application testing and
implementation. Dr Lazarus will meet every 2 weeks with staff from the DACP including Drs Klompas and
Campion to ensure that work at the Channing and HVMA are proceeding in an orderly fashion, and to discuss
progress and plan work on the HVMA side.

Non Professional Personnel

(b)(6) | Laboratory Manager, 0.30 calendar months. [b)(6) | Information
Technology Manager, at the Channing Laboratory will be the Project Manager for the Channing subcontract,
maintaining documentation and records of meetings, supervising the Programmer-analyst, ensuring that all
effort and spending are within the budget for the project, and advising on technical aspects of the project as
needed. She will join the weekly meeting with Dr Lazarus and the Programmer-analyst and will meet with the
Programmer-analyst as needed for supervision of the project.

[(b)(6) |Programmer, 8.0 calendar months effort.will be the programmer-analyst, working
under the supervision of the Project manager and the technical direction of the PI. Mg(b)(6)|will be responsible

for detailed documentation and system design, database design, programming of the application software and
web application, and all testing. Ms [by(6] will meet regularly each week with Dr Lazarus and Msfpi6) ]
and individually with other team members as needed, and will spend time as needed to maintain the
application server instalied at HVMA using a workstation in the DACP.

(b)(6) |Administrative Assistant, 0.30 calendar months. Mr.[b)(6) | will assist Dr. Lazarus and the Study
Team with preparation of human subject protocols, annual reviews, and manuscript preparation. He will
prepare progress reports and facilitate communication between the laboratories involved in the project.

Equipment

1. A dual processor (4 core) SunFire X4300 with 10TB of disk storage will be required for the project. This will
be purchased and initially configured at the Channing Laboratory and installed behind the HVMA firewall in the
secured HVMA computer facility.

Total Equipment (Year 1): $15,000



Supplies

1. Funds in amount of $1000 are requested annually with 3% increase to cover the office and computer
supplies necessary to conduct the study.

Total Supplies (Year 1): $1,000

Travel

1. Dr. Lazarus will travel to the scientific meeting. Per-trip cost will be $2,500 with 3% annual increase.

Total Travel Expenses (Year 1): $2,500

Other Expenses — Computing

The Channing Laboratory computer facility provides access to two components: UNIX based system for data
storage and analysis and; System support for desktop network of PCs. Charges for each component is based
on FTE effort on each grant. Channing Laboratory computing infrastructure will be used for all development
and testing, and Channing web server and web services infrastructure will provide the primary site for software
and documentation distribution. All current research grants at the Channing pay a fixed annual contribution per
FTE to the computing budget. The fee has been a component of every NIH grant submitted from the Channing
over the past 5 years, and has always been accepted by NiH reviewers to date. The Channing Laboratory
computer facility provides access to Linux and Solaris based servers for centralized authentication, email,
security, audit, automated backup and recovery, web servers, data storage and analysis. The Channing
computer system includes a grid of more than 20 Sun servers and blades (including two 4 CPU and one 8 core
main servers) and a 12TB SAN, three Oracle (2 production and 1 development) Sunfire v440 and Sun
Enterprise 450 servers, and a 32 CPU Linux cluster, together with duplicated failover Sun server redirectors
and multiple redundant backend web servers. Each individual study contributes to the overall costs of the
UNIX based data storage and analysis component. Current annual costs for system administration, data
storage and processing including software licenses (such as the EMC Legato backup suite, Veritas Foundation
Suite, SAS and SPlus statistical packages), security auditing and administration, automated backup systems,
software programming and hardware maintenance, and planned replacement of obsolete hardware are more
than $600,000 for approximately 250 users in 35 projects in areas of chronic disease epidemiology, respiratory
epidemiology, pharmacoepidemiology, and statistics. Each study is charged on an as per FTE basis at a rate
of [b)(4) | The annual increase of[b)( Jhas been applied for the
following year.

PC Deskiop system support: The Channing computer system operates a network of desktop computers for
investigators to use in their daily work activities. Services supported include word processing, graphical
presentations, and spreadsheets. The costs of maintaining the network include software licenses, service
contracts on desktops and printers and personnel to maintain the hardware as well as replacement of obsolete
equipment. Annual costs are $300,000 serving 90 users within the Channing Laboratory at 181 Longwood

Ave is charged on a per FTE basis at a rate of|(b)(4) |Jlocated at 181 Longwood Avenue. 0.917
(b)(4) The annual increase of(b)( has been applied for the following year.

Total Other Expenses — Computing (Year 1){(b)(4)




Grant Pl Institution Title PO Assigned
UNIVERSITY OF ALABAMA AT Closing the Feedback Loop to Improve .
1 R18 HS017060-01 BERNER, ETA S BIRMINGHAM | Diagnostic Quality Bob Mayes
DAVIDSON, ARTHUR DENVER HEALTH AND HOSPITAL Colorado Associated Community Health

1 R18 HS017205-01

AUTHORITY

Information Exchange (CACHIE)

Marybeth Farquhar

1 R18 HS017022-01

HAZLEHURST, BRIAN L

KAISER FOUNDATION RESEARCH
INSTITUTE

Automating Assessment of Asthma Care Quality

Marybeth Farquhar

1 R18 HS017067-01

KAUSHAL, RAINU

WEILL MEDICAL COLLEGE OF CORNELL
UNIV

Developing and Using Valid Clinical Quality
Metrics for HIT with HIE

Marybeth Farquhar

1 R1i8 HS017045-01

LAZARUS, ROSS

HARVARD PILGRIM HEALTH CARE, INC.

| Electronic Support for Public Health - Vaccine
Adverse Event Reporting System (ES

Marybeth Farquhar

CITIZENS MEMORIAL HOSPITAL Standardization and Automatic Extraction of
1 R18 HS017094-01  [MCCOLM, DENNI DISTRICT Quality Measures in an Ambulatory EMR i
Medication Monitoring for Vulnerable
NEW YORK CITY HEALTH/MENTAL .
1 R18 HS017059-01  |MOSTASHARI, FARZAD |HyGIENE M Bringing Measurement to the Point of Care  [Marybeth Farquhar

SCHNEIDER, ERIC CARL

|HARVARD UNIVERSITY (SCH OF PUBLIC |Massachusetts Quality E-Measure Validation

Marybeth Farquhar

1 R18 HS017048-01 HLTH) St

1R18 H5017244-01  |THOMAS, ERIC] |ggl:ﬁ;g;rv OF TRAS L ST eTR I?:f:?ﬁiﬁgﬁ.i'{ﬂ;ﬁ?&?ﬁﬁ and Leam poh Mayes

L R18 HSO17030-01 | TURCHIN, ALEXANDER |BRIGI-I.AM AND WOMEN'S HOSPITAL |78 Hensiicenon o 11eaiment for | arybeth Farquhar

18 Hor0i0r |VOGT, THOMAS M. KAISER FOUNDATION RESEARCH Using IT to Improve the Qualty of CVD —————
WEINER, MARK G |UNIVERSITY OF PENNSYLVANIA Srassing te Quaty. Assassmart. Chasm: Bob Mayes

1 R18 H5017099-01

Aligning Measured and True Quality of Care

THE FOLLOWING GRANTS ARE ALSO BEING FUNDED BUT THEY WILL BE FUNDED USING PATIENT SAFETY $ - CQUIPS IS RESPONSIBLE FOR ASSIGNING THE PO

SURVEILLANCE FOR ADVERSE DRUG EVENTS

L RI8 HS017010-01 | VILBRIDGE, PETER MATTHEW WASHINGTON UNIVERSITY S ANRRTODY o T check with CQUIPS
L RIS HSD17160-01  |KMETIK, KAREN AMERICAN MEDICAL ASSOCIATION  [Cardio-Hit Phase II check with CQUIPS
1R18 HS017017-01  |LOGAN, JUDITHR ,8:;?.;';:3 LT & SCIENCE ,L’;‘g’;‘fg’,‘{;ﬂ 9,;';:‘,‘,{ ,"J;fé;‘,‘;’j,g‘;,‘ii"‘“g‘ The | check with CQUIPS
T SELBY, JOE V II(I:ISE‘;_‘IE_;R_UI-’EOUNDAHON RESEARCH |$it:;d(§a c:l; ?;rf:g;:r:t;ir;h::iﬂ;ztion Data to check with CQUIPS
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Revi§§c_i Other Support for 17045 dated 9/7/07

Personnel; ~_ Award Number | Dates of Award | Percentage
Lazarus Active -
2 U01 HLO65899-05 08/01/05 - 06/30/10 5%
P01 CD000260 01/01/06 - 12/31/08 10%
1 RO1 HG003846-01A1 ~[12/01/05 - 11/30/10 33%
1 P01 HLOB3069 12/01/06 - 11/30711 20%
1 R0O1 HLD86289 04/01/07 - 03/31/11 5%
RO1 HLOB6601-D1 12/01/06 - 11/30/10 3%
1 R18 HS017045-01 09/30/07 - 09/20/08 20% new AHRQ one
98%
|Pending
1 R01 HL092197-01 04/01/08 - 03/31113 2.50%
Brown Active
LCFQ30207 03/01/07 - 02/28/08 10%
2 U18 HS10391 09/28/06 - 09/30/07 20%
200-2002-00732 10/01/08 - 09/30/07 20%
HHSN268200425216C 09/30/04 - 08/29/07 15%
HHSF223200510012C C.O.A. #3 | 05/01/06 - 12/31/07 10%
1 R18 HS017045-01 00/16/07 - 09/14/09 10% new AHRQ one
85%
Pending
HPHC P (Lazarus) TBD 9.50%
HPHC Pl (Brown) 07/01/07 - 06/30/11 13%
HPHC P (Brown) 09/30/07 - 08/29/11 30%
HPHC P (Fietcher) 05/01107 - 04/30/12 7%
Kiginman  |Active
K24 HL 068041 09/30/01 - 06/30/11 4%
K24 HD 047667 07/01/04 - 06/30/08 5%
RO1 HL 075504 08/01/04 - 04/30/08 2%
R21 LM 008707 08/01/05 - 05/31/08| 24%
RO1 HD 050966 08/01/05 - 07/31/10 4%
P01 CD 000260 08/30/05 - 09/28/08 10%
U01 GM 076672 02/01/06 - 01/31/11 15%
RO1 HD034568 08/01/06 - 06/30/10 8%
RO1 A1 066304 08/01/06 - 07/31/10 2%
R01 PH 000032 08/30/08 - 09/28/08 10%
R21 DK 073738 09/30/06 - 08/31/08 5%
RO1 HLO64825 05/15/07 - 03/31/11 5% i
1 R18 HS017045-01 08/15f07 - 09/14/09 2% new AHRQ one
96%
Pendi M
R18 (Simon) 07/01/07 - 06/30/10 5%
'ROT (Oken 12/01/07 - 117301 5%
| 'ROT (McCray) 02/01/08 - 01/31/11 5%
_|G13 (Kleinman) 04/01/08 - 03/31111 14.16%
(Oken) 01/01/08 - 12/31/10| 5%
Klompas g
P01 CD000260-02 09/30/05 - 09/29/08 20%
7 U01 GMO76672-02 02/01/07 - 01/31/08 10%
1 R18 HS017045-01 09/15/07 - 09/14/08 35% new AHRQ one
65%
Pending
ESP VAERS KOO, - YUK 20%
Platt Aclive
5 U18 HS10391-07 08/29/06 - 08/30/07 19%
1 UD1 GM76672-01 02/01/07 - 01/31/08 15%
5 P01 CD000260-02 08/30/05 - 08/28/08 20%
200200200732 | 08/20/03 - 08/18/12 5%
. Uo7 Cl000344-01 02/01/06 - 08/19/11 12%
HHSF22320051001 09/23/05 - 09/22/10 15%
SCDPH5225 6 337HARO00D 04/01/07 - 08/31/07 | 2.08%
“|MTAS3 01/01/07 - 12/31/09 1.66%
1 RO1 PHO000032-01 08/30/06 - 08/28/08 2.08%
1 RO1 AIOBS304-01A1 08/01/06 - 07/31/10 5%
1 R18 HS017045-01 08/15/07 - 09/14/08 3% new AHRQ one
99.82%

Pendin

None




9/¢ /07

Principal Investigator/Program Director (Last, first, middle): LAZARUS, Ross

OTHER SUPPORT

Ross LAZARUS, M.B.B.S., M.Med., M.P.H.
(Brigham and Women’s Hospital)

ACTIVE - Brigham Administered Grants

2 U01 HL065899-05 (Weiss) 08/01/05 — 06/30/10 0.60 calendar
NIH/ NHLBI $1,452,435

The Pharmacogenetics of Asthma Treatment

The major goal of this project is to determine the genetic basis for differences observed in patient responses to
various asthma treatments. Overlap: None.

P01CD000260 (Platt) 01/01/06 - 12/31/08 1.2 calendar
Centers for Excellence in Public Health Informatics (ESP) $932,178

Using Electronic Medical Records to Support Core Public Health Needs

This work will build directly on this group’s accomplishments in developing the CDC National Bioterrorism
Syndromic Surveillance Demonstration Project. ESP will serve three major functions: 1) Completely
transparent reporting of conditions where all required information can be extracted from EMRs, 2) Initiation of
reporting that triggers an automated query to clinicians if non-extractable information, and 3) Automatic
responses to electronic queries by health authorities regarding demographic and treatment status of individuals
with positive laboratory tests. Overlap: None

1 R0O1 HG003646-01A1 (Lazarus) 12/01/05 — 11/30/10 3.96 calendar
NIH $2,266,379

A Genetic Association Research Statistical Framework (BISTI)

The specific aims of this project include software support for importing experimental data and genomic
annotation; methods for statistical power calculations and for selecting maximally informative subsets of
markers during experimental design; methods for visualizing and summarizing experimental resuits:
established and recently developed methods supporting statistical inference on single markers, multiple
markers and on the epistatic and gene by environment interactions characteristic of these diseases and
needed for emerging fields of study such as pharmacogenetics. Overlap: None.

1 P01 HLO83069 (Weiss) 12/01/06 - 11/30/11 2.4 calendar

NIH $1,515,000

Common Genetic Determinants of Asthma and COPD (PPG Core 3 - Bioinformatics)

The goal of this core is to develop novel bioinformatics tools to be used by Projects 1-4 of the grant, the
analysis of human and mouse microarray datasets, and the maintenance of the PPG website, which will be
modeled from a former Channing Laboratory PGA website. In addition, this core will provide a wide variety of
statistical tools for genetic association analysis, as well as up-to-date information on genetic association
studies, mouse genetics, and the functional genomics work of Projects 1-4. Overlap: None.

1 R01 HL066289 (Weiss) 4/1/07-3/31/11 0.60 Calendar
NIH/NHLBI $2,940,680

The Genetic Epidemiology of Asthma in Costa Rica

The goal of this competing continuation grant is to use linkage disequilibrium mapping to test the hypothesis
that a gene(s) on chromosome 12q24 influences asthma and airway responsiveness in Costa Ricans, and that
a gene(s) on chr. 20p12 influences total serum IgE in male Costa Ricans. This goal will be accomplished by a)
genotyping SNPs in these regions to perform fine-mapping family-based association studies to identify
candidate genes for asthma and/or its intermediate phenotypes, and b) testing for association between SNPs
and haplotypes in selected candidate genes and asthma and/or its intermediate phenotypes in families of
children with asthma.

PHS 388/2590 (Rev. 04/06) Page ___ Other Support Format Page



Principal Investigator/Program Director (Last, first, middle): LAZARUS, Ross

ACTIVE (Continued) - Brigham Administered Grants

R01 HL086601-01 (Raby) 12/01/06-11/30/10 0.36 Calendar
NIH/NHLBI

Genetics and Gene Expression Profiling in Asthma

The goal of this project is to integrate gene expression microarray data with family-based genetic association
studies to identify genetic variants that influence the severity of asthma through regulation of gene expression.
Qverlap: None '

1 R18 HS017045-01 (Bietty— (Lazarus} 0HOHOT—06/36/09- 2.40 calendar
AHRQ S247 44

Electronic Support for Public Health: Vaccine Adverse Event Reporting System (ESP:VAERS)

This project seeks to perform systems analysis, design and application programming for enhancements to
existing ESP software to enable the creation and management of diagnosis and therapeutic exposure
registries.

PENDING - Brigham Administered Grants (Lazarus)

1 RO1 HL082197-01 (Tantisira) 04/01/08 - 03/31/13 0.30 Calendar
NIH/NHLBI $412,054

Integrative Pharmacogenomics of Leukotriene Inhibition in Asthma

This project seeks to identify genetic markers most closely associated with the genetic expression signature
resulting from administration of medications that block the leukotriene pathway in asthma. By demonstrating
that these markers also correlate with the clinical response in asthma, the markers may eventually be used to
help predict therapeutic response to anti-leukotriene medications in asthma. Since asthma remains the leading
cause of childhood hospitalizations and school absences in the United States, optimizing pharmacologic
therapy has the potential to substantially decrease the morbidity and financial burden related to this disease.

PHS 388/2580 (Rev. 04/06) Page ___ Other Support Format Page
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Principal Investigator/Program Director (Last, first, middle): LAZARUS, Ross

OTHER SUPPORT
Ross LAZARUS, M.B.B.S., M.Med., M.P.H.
(Brigham and Women'’s Hospital)

ACTIVE - Brigham Administered Grants

2 U01 HL065899-05 (Weiss) 08/01/05 — 06/30/10 0.60 calendar
NIH/ NHLBI $1,452,435

The Pharmacogenetics of Asthma Treatment

The major goal of this project is to determine the genetic basis for differences observed in patient responses to
various asthma treatments. Overlap: None.

P01CD000260 (Platt) 01/01/06 — 12/31/08 1.2 calendar
Centers for Excellence in Public Health Informatics (ESP) $932,178

Using Electronic Medical Records to Support Core Public Health Needs

This work will build directly on this group’s accomplishments in developing the CDC National Bioterrorism
Syndromic Surveillance Demonstration Project. ESP will serve three major functions: 1) Completely
transparent reporting of conditions where all required information can be extracted from EMRs, 2) Initiation of
reporting that triggers an automated query to clinicians if non-extractable information, and 3) Automatic
responses to electronic queries by health authorities regarding demographic and treatment status of individuals
with positive laboratory tests. Overlap: None

1 R0O1 HG003646-01A1 (Lazarus) 12/01/05 - 11/30/10 3.96 calendar
NIH -$2,266,379

A Genetic Association Research Statistical Framework (BISTI)

The specific aims of this project include software support for importing experimental data and genomic
annotation; methods for statistical power calculations and for selecting maximally informative subsets of
markers during experimental design; methods for visualizing and summarizing experimental results;
established and recently developed methods supporting statistical inference on single markers, multiple
markers and on the epistatic and gene by environment interactions characteristic of these diseases and
needed for emerging fields of study such as pharmacogenetics. Overlap: None.

1 P01 HLO83069 (Weiss) 12/01/06 — 11/30/11 2.4 calendar

NIH $1,515,000

Common Genetic Determinants of Asthma and COPD (PPG Core 3 - Bioinformatics)

The goal of this core is to develop novel bioinformatics tools to be used by Projects 1-4 of the grant, the
analysis of human and mouse microarray datasets, and the maintenance of the PPG website, which will be
modeled from a former Channing Laboratory PGA website. In addition, this core will provide a wide variety of
statistical tools for genetic association analysis, as well as up-to-date information on genetic association
studies, mouse genetics, and the functional genomics work of Projects 1-4. Overlap: None.

1 R01 HL066289 (Weiss) 4/1/07-3/31/11 0.60 Calendar
NIH/NHLBI $2,940,680

The Genetic Epidemiology of Asthma in Costa Rica

The goal of this competing continuation grant is to use linkage disequilibrium mapping to test the hypothesis
that a gene(s) on chromosome 12g24 influences asthma and airway responsiveness in Costa Ricans, and that
a gene(s) on chr. 20p12 influences total serum IgE in male Costa Ricans. This goal will be accomplished by a)
genotyping SNPs in these regions to perform fine-mapping family-based association studies to identify
candidate genes for asthma and/or its intermediate phenotypes, and b) testing for association between SNPs
and haplotypes in selected candidate genes and asthma and/or its intermediate phenotypes in families of
children with asthma.
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Principal investigator/Program Director (Last, first, middie): LAZARUS, Ross

ACTIVE (Continued) — Brigham Administered Grants

R01 HL086601-01 (Raby) 12/01/06-11/30/10 0.36 Calendar
NIH/NHLBI

Genetics and Gene Expression Profiling in Asthma

The goal of this project is to integrate gene expression microarray data with family-based genetic association
studies to identify genetic variants that influence the severity of asthma through regulation of gene expression.
Overlap: None

TBA (Platt) 07/01/07- 06/30/09 2.40 calendar

ESPH

Electronic Support for Public Health: Vaccine Adverse Event Reporting System (ESP:VAERS)

This project seeks to perform systems analysis, design and application programming for enhancements to
existing ESP software to enable the creation and management of diagnosis and therapeutic exposure
registries.

PENDING - Brigham Administered Grants (Lazarus)

1 R01 HL092197-01 (Tantisira) 04/01/08 — 03/31/13 0.30 Calendar
NIH/NHLBI $412,054

This project seeks to identify genetic markers most closely associated with the genetic expression signature
resulting from administration of medications that block the leukotriene pathway in asthma. By demonstrating
that these markers also correlate with the clinical response in asthma, the markers may eventually be used to
help predict therapeutic response to anti-leukotriene medications in asthma. Since asthma remains the leading
cause of childhood hospitalizations and school absences in the United States, optimizing pharmacologic
therapy has the potential to substantially decrease the morbidity and financial burden related to this disease.

PHS 398/2580 (Rev. 04/06) Page _ Other Support Format Page



HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middie): Wagner, Edward H., MD, MPH

[e)6) Ph.D.
Other Suppor
ACTIVE
Prime: Lovelace Clinic Foundation (Mapel)
LCF030207
_HPHC Pl (Brown) 3/1/07-2/28/08 1.2 calendar (10%)
(b)(4) |(b)(4)

Pneumonia and Upper Respiratory Tract Infections Among COPD Patients Using Fluticasone/Salmeterol in
Combination Versus Other Steroids and Bronchodialators Alone

The primary goal of this project is to examine whether COPD patients prescribed Advair have a higher risk for
pneumonia as compared to patients who are treated with other ICS and/or bronchodilators alone.

Role: Primary Investigator

Prime: Harvard Pilgrim Health Care (Platt)
2U18HS10391

HPHC PI (Platt)
AHRQ 9/29/2006-8/30/2007 2.4 calendar (20%)

$259,964.00 (Core, yr 4; Dataset yr4 — HPHC Direct Costs)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 2)

The Centers for Education and Research in Therapeutics (CERT) is an initiative funded by the Agency for
Healthcare Research and Quality to conduct research and provide education that optimizes use of drugs,
devices, and biological products. Ten sites in the HMO Research Network are collaborating as a CERT
Role: Co-Investigator

Prime: Harvard Pilgrim Health Care (Platt)

200-2002-00732

HPHC PI (Platt) 10/1/06-9/30/07 2.4 calendar (20%)
AHIP $105,994.00 (HPHC Direct Costs)

Using Electronic Health Data to Assess Influenza Vaccine Safety

This project represents a CDC and FDA jointly funded study to evaluate the development of a system for active
surveillance of influenza vaccines. The study builds on the prior work of the Vaccine safety datalink (VSD) and
is intended to lay the groundwork for an active surveillance program involving large, diverse populations that
could be implemented to monitor an influenza pandemic. The two main projects goals are to a.) improve the
nation’s ability to use electronic health data for rapid assessment of adverse reactions to influenza vaccine,
including pandemic influenza vaccine; and b.) expand the size of the population for which electronic health
data can be used for influenza vaccine, including pandemic influenza vaccine, safety assessment

Role; Co-Investigator

PHS 398/2500 (Rev. 09/04, Reissued 4/2006) Page Continuation Format Page



HPHC infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middie):  VWWagner, Edward H., MD, MPH

Prime: Group Health Cooperative (Larsen)

HHSN268200425216C
HPHC P (Platt) 9/30/04-9/29/07 1.8 calendar (15%)
NHLBI $173,718.00 (HPHC Direct Costs)

The HMO Coordinated Clinical Studies Network

The Coordinated Clinical Studies Network (CCSN) is an unparalleled research facility for clinical and health
services research that builds on the current capacity of the HMO Research Network (HMORN). The CCSN
supports the full range of research that HMORN members regularly conduct, which includes cancer, infectious
and chronic disease surveillance, health services and health economics research, behavioral, mental health
and substance abuse studies, genomic research, complementary and alternative medicine, dental research,
pharmacoepidemiological and pharmacoeconomic investigations as well as analyses of systems change and
organizational behavior. The project’s deliverables are to build and sustain a research infrastructure, establish
HMORN CCSN web site to coordinate all Network communications, establish External & Internal Advisory
Committees for the CCSN, build budget templates and pre-negotiated project budgets for network based
research, and create a document repository for IRB and other reviews.

Role: Co-Investigator

Prime: Harvard Pilgrim Health Care (Platt)

HHSF223200510012C C.0.A. #3

HPHC PI (Piatt) 5/1/06-12/31/07 1.2 calendar (10%)
FDA $114,776.00 (HPHC Direct Costs)

ADHD Drugs and Cardiovascular Outcomes —Full Study

This project is a retrospective cohort study of the use of medications for ADHD and the risk of serious
arrhythmias. The study drugs include all medications with a label indication for treatment of ADHD. These
include the amphetamine-related psychostimulants, other stimulants (pemoline), and SNRIs (atomoxetine).

Prime: CRN - Group Health Cooperative

U19CA079689

HPHC PI (Fletcher)

NCI 5/1/07 — 4/30/12 .84 calendar (7%)
$263,090.00 (HPHC Direct Costs, yr 1)

Cancer Research Network Across Health Care Systems — Infrastructure

The CRN has successfully developed a productive collaborative cancer research consortium. We pian to
improve the research capacity of the CRN and use it to conduct a broad array of cancer research studies that
relate to NCI research priorities or questions of importance to CRN investigators and our academic
collaborators. '

PHS 396/2590 (Rev. 09/04, Reissued 4/20086) Page Continuation Format Page



HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middle):  VWagner, Edward H., MD, MPH

PENDING

Prime: Harvard Pilgrim Health Care (Lazarus)

XOOXXXXX
HPHC PI (Lazarus) Funding Period: TBD 1.2 Year 1, 1.08 in Year 2 (9.5%)
AHRQ HPHC Direct Costs: TBD

Electronic Support for Public Health - Vaccine Adverse Events Reporting System (ESP VAERS)

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).

Prime: Kaiser Permanente Northern California (Herrinton)
XOXXXXXX

HPHC PI (Brown)
NIA 10/1/07-9/30/11 1.6 calendar (13%)

$115,636.00 (HPHC Direct Costs, yr 1)

Age Disparities in Use of Biologics for Rheumatoid Arthritis

The proposed community-based study will investigate each of these factors, comparing RA patients 265 years
with younger patients. The study is directed toward rheumatologists, health planners, and policy makers. It
will assess whether elders have adequate and appropriate access to biologic agents, thereby allowing
refinement of drug coverage policies to improve their use among elders. This question is of critical importance
as there are an increasing number of new biologic therapies on the horizon for a wide range of inflammatory
diseases, and the number of Medicare enrollees continues to grow.

Prime: Harvard Pilgrim Health Care (Platt)
20XXXXX

HPHC Pl (Brown)
AHRQ 10/01/07-9/30/11 3.6 calendar (30%)

$263,090.00 (HPHC Direct Costs, yr 1)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 3)

The overall vision of the HMO Research Network CERT is to advance population health through acquisition
and widespread dissemination of knowledge about best therapeutics practices. We accomplish this by taking
advantage of the research and dissemination opportunities afforded by health plans’ defined populations, their
large provider groups, and their unique data sources. In the aggregate these health plans cover a substantial
majority of the U.S. population. This leads to this CERT’s theme, "Improving therapeutics' use, safety, and
effectiveness, through research, dissemination, and education using health plans' defined populations,
providers, delivery systems, and data.”

Aim 1. To enhance the collective ability of the HMO Research Network and other health plans’ collective to
advance therapeutics knowledge by leveraging unigue data sources within a very large, generalizable
population.

Aim 2. To develop and implement new multi-faceted methods for disseminating and promoting best therapeutic
practices.
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HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middie):  Wagner, Edward H., MD, MPH

OVERLAP:

None at present.

Should all of the pending grant proposals be funded, Dr. Brown’s level of effort for the period of the overlap
(May 1 — September 30) on some of his projects will be adjusted to ensure that his level of effort does not

exceed 100%.
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Principal Investigator/Program Direclor (Last, first, middle): LAZARUS, Ross

OTHER FINANCIAL SUPPORT
[B)6) |
ACTIVE
K24 HL 068041 (Gillman) 9/30/01 — 6/30/11 0.48 calendar
NIH $164,963

Patient-oriented research in early life origins of CVD

The research focus of this midcareer patient-oriented investigator award is a study of maternal diet; placental
hormones, and offspring blood pressure. The award also serves as a mechanism to strengthen the Pl's
mentorship capabilities.

K24 HD 047667 (Lieu) 7/01/04 — 8/30/09 0.60 calendar

NICHD $128,633

Enhancing Prevention for Children in Diverse Populations

This mid-career investigator award in patient-oriented research supports Dr. Lieu's time for mentoring
beginning investigators and will add new activities to an ongoing study on racial/ethnic disparities in medication
use by children with persistent asthma.

RO1 HL 075504 (Gillman) 8/01/04 — 4/30/08 0.24 calendar

NIH $480,665

Maternal Fatty Acids, Child Obesity and Asthma Immunity

In this expansion of Project Viva, a prospective longitudinal cohort study of pregnant women and children, our
goal is to examine associations of maternal gestational fatty acid intake, fatty acid levels in offspring blood,
fetal growth, and postnatal weight status with markers of allergy and inflammation at the age of 3 years.

R21 LM 008707 (Kleinman) 6/01/05 — 5/31/08 2.88 calendar

NIH/NLM $116,250

Methods for evaluating bioterrorism surveillance tools

In this application, we propose developing tools to compare statistical methods for detection of bioterrorist
attack. We will explore: 1) weighted ROC curves; 2) generalized multidimensional ROC surfaces; and 3) cost-
based evaluation incorporating investigation and false positive costs as well as the value of mortality and
morbidity incurred and averted by each method.

R01 HD 050966 (Gillman) 8/01/05 — 7/31/10 0.48 calendar

NIH $428,764

Improving primary care to prevent childhood obesity

The overall goal of this research is to assess an innovative, sustainable primary care practice change
intervention to prevent obesity among young children. To achieve this goal, we will conduct a cluster-
randomized controlled trial in 10 pediatric practices of a large multi-site group practice in eastern
Massachusetts. The trial will include 400 children age 2-5 years at elevated risk of obesity based on their and
their parents’ body mass indexes. The primary aim is to assess the extent to which the intervention, compared
with the usual care control condition, reduces change in body mass index over a 6-month intervention and 2-
year follow-up period.

P01 CD 000260 (Platt) 9/30/05 — 9/29/08 1.20 calendar

CcDC $101,648

Public Heath Information Center of Excellence: Enhancing Public Health Through Electronic Medical and
Personal Health Records

The center will link Electronic Medical Records (EMRs), Personally Controlled Health Records (PCHRs), and
electronic public health reporting and communication systems by developing scalable information
infrastructures to enable information exchange between individuals, health care providers and public health
authorities to build on existing infrastructure to enhance communications to improve public health practices.
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ACTIVE (cont.)
U01 GM 076672 (Platt) 2/01/06 — 1/31/11 1.80 calendar
NIGMS $3,001,609

Modeling Health Systems Infectious Disease Data

This project will develop models for early detection and monitoring of infectious disease outbreaks. These
models will be applied at different geographical scales, from individual wards of a single hospital to a whole
country, as well as for different data specificity from very general symptoms to microbial disease strains and
antimicrobial resistance profiles.

R0O1 HD 034568 (Gillman) 8/01/06 — 6/30/10 0.96 calendar

NIH $770,607

Pre- and peri-natal predictors of childhood obesity

The aim of this prospective longitudinal cohort study of pregnant women and their children is to examine the roles of
prenatal dietary and hormonal factors, infant feeding, and postnatal growth in the development of obesity and
related disorders at 7 years of age in Project Viva.

RO1 Al 066304 (Finkelstein) 8/01/06 — 7/31/10 0.24 calendar

NIH ' $494 303

Post-PCV pneumococcal population genetics and resistance

This study will 1) measure trends in carriage of Streptococcus pneumoniae in a muiti-community sample of
young children following introduction of pneumococcal conjugate vaccine, Including changes in prevalence,
serotypes carried, and serotype-specific antibiotic resistance; 2) Test competing hypotheses to account for in
pneumococcal population structure following PCV7 introduction; and, 3) Determine if previously documented
risk factors for carriage of S. pneumoniae (overall) and penicillin non-susceptible S. pneumoniae continue to
predict carriage in the post-PCV7 era.

RO1 PH 000032 (Kulldorff) 9/30/06 — 9/29/08 1.20 calendar

NIH $496,499

Data evaluation for early disease outbreak detection

This project evaluates and compares the efficacy of different health services data sources for early disease
outbreak detection, including telephone inquiries, ambulatory care visits, emergency department visits,
laboratory test requests and results, radiology tests, hospitalizations, drug prescriptions and drug dispensing.

R21 DK 073739 (Rich-Edwards) 9/30/06 — 8/31/08 0.60 calendar

NIH $150,000

Lactation and diabetes risk factors in women

This study will examine the associations of lactation duration with levels of insulin resistance at 3 years
postpartum.

RO1 HL 064925 (Gillman) 5/15/07 - 3/31/11 0.60 calendar

NIH $487,869

Maternal vitamin D, adiposity in early life, and nisk of childhood asthma

The overall goal of this proposal is to examine associations of maternal and child nutritional status with
development of asthma-related outcomes by the age of 7 years.
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ACTIVE (cont.)

R18 HS 017201 (Simon) 9/01/07 — 6/30/10 0.60 calendar

AHRQ $225,000

Improving Laboratory Monitoring in Community Practices: A Randomized Trial

Medication errors occur frequently among patients in the ambulatory setting and cause many preventable
adverse drug events; thus, they constitute an important target for patient safety and quality improvement. We
propose a community-based randomized controlled trial of clinical-decision support to improve laboratory
monitoring of medication use and a results management program to improve the timely follow-up of abnormal
laboratory tests. This practical clinical trial will evaluate the effectiveness of promoting clinicians’ use of
commercially available healthcare information technelogy to improve medication safety in the ambulatory care
setting.

PENDING

(Lazarus) 7/01/07 ~ 6/30/09 0.24 calendar
AHRQ $500,000

ESP: VAERS

Vaccination programs are a cornerstone of modern public health. Public and professional confidence in health
care quality depends on reliable post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. The goal of ESP:VAERS is to improve the quality of health care by
improving the quality of physician-initiated adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS). We will use electronic medical records available from all
ambulatory care encounters in a large multi-specialty practice to achieve this goal.

RO1 (Oken) 12/01/07 - 11/30/11 0.60 calendar

NIH $303,562

Effects of prenatal diet and mercury exposure on child behavior and development

The goals of this project are to study associations of maternal fish intake and blood levels of mercury, n-3 fatty
acids, and selenium during pregnancy with child cognition and behavior at age 7 years.

RO1 (McCray) 2/01/08 — 1/31/11 0.60 calendar

NIH $8,105 (Subcontract)

Personalized Autism Information Resources (PAIR)

This project tests the hypothesis that targeted, customized, and literacy-aware health information delivered in a
just-in-time fashion leads to: 1) improved control of autism spectrum disorders by affected families, and 2)
enhanced communication between the affected families and the health care team.

G13 (Kleinman) 4/01/08 — 3/31/11 1.70 calendar

NIH $50,000

SAS/R dictionary for health researchers

The product of this project will be a dictionary that will contain instructions for doing tasks common to statistical
analysis of public health data in the two most important statistical software packages. Currently users of these
packages find it difficult to transfer their knowledge from one system to another, limiting their analyses and
making them less productive. Since much medical advancement depends on statistical analysis, the book will
enable quicker and more accurate advancement by making statistical analysis more productive and more
accurate.
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PENDING
(Oken) 1/01/08 — 12/31/10  0.60 calendar
ADA $173,868

Promoting health behaviors to avoid excessive gestational weight gain

The goal of the proposed project is to pilot test a practice-based intervention to improve weight-related
behaviors and to reduce the prevalence of excessive gestational weight gain among overweight and obese
women receiving their prenatal care at Harvard Vanguard Medical Associates (HVMA), a diverse multi-
specialty group practice in eastern Massachusetts.

OVERLAP

Should additional grants be funded during the award period of currently active grants, | will reduce effort on
one or more to ensure that my total effort does not exceed 12.00 calendar person months.

PHS 398/2590 (Rev. 04/06) Page Other Support Format Page



Other Support for 17045

Personnel Award Number | Da f A | Percentage
Lazarus Active o
2 UO1 HL065899-05 08/01/05 - 06/30/10 5.0%
P01 CDDOD260 01/01/06 - 12/31/08 10.0%
1 US4 LMOOB748 00/15/04 - 07/31/07 24.0%
1 RO1 HG003646-01A1 12/01/05 - 11/30/10 33.0%
1 P01 HLOB30B® 12/01/06 - 11/30/11 20.0%
1 R01 HLOBE288 04/01/07 - 03/31/11 5.0%
RO1 HLOB6601-01 112/01/06 - 11/30/10 3.0%
1 R18 HS017045-01 08/15/07 - 08/14/09 naw AHRQ one
120.0%
Pendi
1 RO1 HLD92197-01 04/01/08 - 03/31/13 2.5%
TBA (Platt) HXDXOKIXK - XXPOUXY 20.0%
Brown Active
LCF030207 03/01/07 - 02/28/08 10.0%
2 U18 HS510391 08/28/06 - 09/30/07 20.0%
200-2002-00732 10/01/06 - 09/30/07 20.0%
HHSN2682004252186C 09/30/04 - 08/28/07 16.0%
HHSF223200510012C C.0.A. #3 | 05/01/06 - 12/31/07 10.0%
U19CAD79688 05/01/07 - 04/30/12 7.0%
1R18 HS017045-01 09/15/07 - 09/14/08 X new AHRQ one
92.0%
d — - T
HPHC PI (Lazarus) TBD 9.5%
HPHC P! (Brown) 07/01/07 - 06/30/11 13.0%
MPHC Pl (Brown) 09/30/07 - 08/28/11 30.0%
HPHC P! (Flstcher) 05/01/07 - 04/30/12 7.0%
Kielnman __|Active
K24 HL 088041 09/30/01 - 06/30/11 4.0%
K24 HD 047667 07/01/04 - D8/30/09 5.0%
RO1 HL 075504 08/01/04 - 04/30/08 2.0%
R21 LM 008707 06/01/05 - 05/31/08 2.4%
RO1 HD 050088 08/01/05 - 07/31/10 4.0%
P01 CD 000260 09/30/05 - 09/29/08 10.0%
UD1 GM 076672 02/01/08 - 01/31/11 16.0%
RO1 HD034568 08/01/06 - D6/30/10 B.0%
RO1 A1 086304 08/01/06 - D7/31/10 2.0%
RO1 PH 000032 09/30/08 - 09/29/08 10.0%
R21 DK 073739 08/30/06 - 08/31/08 5.0%
RO1 HLOB4925 05/15/07 - 03/31/11 5.0%
R18 HS 017201 08/01/07 - 08/30/10 5.0%
1R18 HS017045-01 08/15/07 - 05/14/09 2.0% new AHRQ one
= 78.4%
Pendin
R18 (Simon} 07/01/07 - 06/30/10 5.0%
RO1 {Oken) 12/01/07 - 11/30/11 5.0%
RO1 (McCray) 02/01/08 - 01/31/11 5.0%
G138 (Kleinman) 04/01/08-03/31/11]  14.2%
(Oken) 01/01/08 - 12/31/10 5.0%
Klompas _ |Active_
P01 CD0OD260-02 08/30/05 - 09/25/08 20.0%
7 U01 GMD76672-02 02/01/07 - 01/31/08 10.0%
1 R18 HS017045-01 08/15/07 - 09/14/08 35.0% new AHRQ one
65.0%
Pending
ESP VAERS KXIXHIXK = XKPOUX) 20.0%
Platt Active o
518 HS10381-07 09/29/06 - 09/30/07 18.0%
1U01 GM76672-01 02/01/07 - 01/31/08 15.0%
5 P01 CD000260-02 09/30/05 - 08/25/08 20.0%
I ____|200200200732 08/20/03 - 09/18/12 5.0%
U01 CI000344-01 02/01/06 - 09/18/11 12.0% ]
HHSF22320051001 08/23/05 - 09/22/110 15.0%
SCDPH5225 5 337HAR0000 04/01/07 - 08/31/07 2.1%
MTAS53 01/01/07 - 12/31/08 1.7%
1 RO1 PHOOD0D32-01 08B/30/06 - 09/29/08 2.1%
1 RO1 AIOBB304-01A1 08/01/06 - 07/31/10 5.0%
1 R1B HS017045-01 09/15/07 - 08/14/09 3.0% new AHRQ one
99.8%

Pending

None




Principal Investigator/Program Director (Last, First, Middie): LAZARUS, Ross

|(b)(6) |
Other Support

ACTIVE

Prime: Harvard Pilgrim Health Care (Simon)

XXX XX

HPHC PI (Simon)

State of Oregon Atty. Gen. Trust Fund 11/7/2005-12/31/2007 0.6 calendar (5%)
HPHC Total Costs: $399,990

“Reducing Unnecessary Use of Heavily Marketed Medicines: A Randomized Controlled Trial of Computerized
Prescribing Alerts and Clinician Education” '

We are undertaking a group-randomized controlled trial to reduce the use of potentially unnecessary
medications for which equally efficacious, less expensive alternatives exist. All fourteen sites at Harvard
Vanguard Medical Associates encompassing 550 physicians are participating in the study.

PENDING

Prime: Harvard Pilgrim Health Care (Lazarus)

XXXXXXXXXX

HPHC PI (Lazarus)

AHRQ Funding Period: TBD 0.6 Year1, 0.6inYear2 (0.5%)

HPHC Direct Costs: TBD

Electronic Support for Public Health — Vaccine Adverse Events Reporting System (ESP VAERS)

Routine Vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).
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' (b)(3)
| U]O‘-f‘
Other Support for 17045
i [ N — L _ -
Lazarus Actlve [
2 o1 HLO65899-05 08/01/05 - 08/30/10 5.0%
P01 CDOCO260 01/01/06 - 12/31/08 10.0%
1 US4 LMO0D8748 08/15/04 - 07/31/07 24.0%
1RO1 HGOO3646-01A1 | 12/01/05 - 11/30/10|  33.0%
1 PO1 HLOB3069 12/01/06 - 11/30/111 20.0%
1 RO1 HLOB6289 04701707 - 03731711 5.0%
RO1 HL086601-01 12/01/06 - 11/30/10 3.0%
1 R18 HS017045-01 09/15/07 - 09/14/09 20.0% new AHRQ one
120.0%
Pending
1 RD1 HLO82197-01 04/01/08 - 03431713 2.5%
TBA (Platt) KOXIXXIXK = XXIXRIX) 20.0%
Brown Active

LCF030207 03/01/07 - 02/28/08 10.0%

2 U18 HS10391 09/29/06 - 09/30/07 20.0%

1200-2002-00732 10/01/06 - 09/30/07 20.0%
HHSN268200425216C 09/30/04 - 09/28/07 15.0%
HHSF223200510012C C.O.A,. #3 | 05/01/06 - 12/31/07 10.0%

—_|UteCA07s688 05/01/07 - 04130712 7.0% ——
1 R18 HS017045-01 08/15/07 - 08/14/08 10.0% new AHRQ cne
92.0%
HPHC Pl (Lazarus) TBD 8.6%
HPHC Pl (Brown) 07/01/07 - 06/30/11)  13.0% =
HFHC Pl (Brown) 09/30/07 - 09/29/11 | 30.0%
HPHC PI (Fletcher) 05/01/07 - 04/30/12 7.0%
Klsinman _ |Aclive

K24 HL 068041 08/30/01 - 06/30/11 4.0%
K24 HD 047687 07/01/04 - DB/30/08 0%
RG1 HL 075504 08/01/04 - 04/30/08 0%
R21 LM 008707 06/01/05 - 05/31/08 - 4%
R01 HD 050968 08/01/05 - 07/31/10 4.0%
PO1 CD 000280 05/30/05 - 09/29/08 10.0%
U01 GM 076672 02/01/06 - 01/3111 15.0%

RO1 HDO34568 08/01/06 - 06/30/10 8.0%

RO1 A1 086304 08/D1/06 - 07/31/10 2.0%

RO1 PH 000032 09/30/06 - 09/29/08 10.0%

R21 DK 073739 09/30/06 - 08/31/08 5.0%

RO1 HLOG4925 05/15/07 - 03/31/11 5.0%

R18 HS 017201 09/01/07 - 08/30/10 5.0%

“|1R18 HS017045-01 08/15/D7 - 09/14/08| 2.0% new AHRQ cne
79.4%

Pending
|R18 (Siman) 07/01/07 - 06/30/10| ___ 5.0%
|RO1 (Cken) 12001107 - 11/30411 5.0%

|RO1 (McCray) 02/01/08 - D1/31/11 50%

|G13 (Kisinman) 04/01/08 - 03/31/11 14.2%

(Oken) 01/01/08 - 12/31/10 5.0%

[Kiompas  |Active

P01 CDO00260-02 08/30/05 - 09/29/08 20.0%

7 UD1 GMO78672-02 02/01/07 - 01/31/08 | 10.0%

1 R18 HS017045-01 D9/15/07 -09114/08]  35.0% new AHRQ one

: 85.0%

Pending |

ESP VAERS XXXIXX = XOTXXX 20.0%
Platt

5 U18 HS510391-07 08/29/08 - 09/30/07 18.0%

1 UD1 GM78872-01 02/01/07 - 01/31/08 15,0%

5 P01 CDO00260-02 08/30/05 - 08/28/08 20.0%

200200200732 09/20/03 - 09/18/12 5.0%

UD1 CI000344-01 02/01/06 - 09/19/11 12.0%

HHSF22320051001 | 08/23/05 - 08/22/10 15.0%

SCDPH5225 5 337HAROO00 04/01/07 - 08/31/07 2.1%

MTAS53 01/01/07 - 12/31/09 1.7%

1 RO1 PHO000032-01 09/30/06 - 09/25/08 2.1%

1 RO1 Al0B6304-01A1 08/01/06 - 07/31/10 5.0%

1 R18 HS017045-01 05/15/07 - 09/14/09 3.0% new AHRQ one

99.8%

Fendlm A

None




b\%°

~

(jm'“}j\nf

Other Support for 17045
| Personnel | ward Number Dates of Award | Percentage
Lazarus Active
2 U01 HLOB5886-05 08/01/05 - 06/30/10 5%
P01 CDO00260 01/01/06 - 12/31/08 10%
1054 LMO0G748 [oens/o4 - 07/31/07|  24%
1 RO1 HGO03646-01A1 12/01/05 - 11/30/10 33%
1 P01 HL083088 12/01/06 - 11/30/11 20%
1 R01 HLOB6289 04/01/07 - 03/31/11 5%
RO1 HL0B6601-01 12/01/06 - 11/30/10 3% | N
1 R18 H5017045-01 09/15/07 - 08/14/09 20% new AHRQ one
120%
Pending
1 RO1 HL092197-01 04/01/08 - 03/31/13 2.50%
TBA (Platt) OUXXIKX - XXX 20%
Brown Active
LCF030207 03/D1/07 - 02/28/08 10%
2 U18 HS10391 09/29/08 - 09/30/07 20%
200-2002-00732 10/01/06 - 08/30/07 20%
HHSN266200425216C 08/30/04 - 08/28/07 15%
HHSF223200510012C C.0.A. #3 | 06/01/06 - 12/31/07 10%
1 R18 H5017045-01 08/15/07 - 08/14/09 10% new AHRQ one
o 85%
Pendi
HPHC P (Lazarus) TBD 9.50%
HPHC PI (Brown) 07/01/07 - 06/30/11 18%
HPHC PI (Brown) 09/30/07 - 09/29/11 30%
HPHC PI (Fletcher) 05/01/07 - 04/30/12 7%
Kleinman  |Active
K24 HL 088041 09/30/01 - 06/30/11 4%
K24 HD 047667 07/01/04 - 06/30/09 5%
RO1 HL 075504 08/01/04 - 04/30/08 2%
R21 LM 008707 06/01/05 - 05/31/08 24%
RO1 HD 050866 08/01/05 - 07/31/10 4%
P01 CD 000260 09/30/05 - 09/29/08 10%
U071 GM 078672 02/01/06 - 01/31/11 15%
RO01 HD034568 08/01/06 - 08/30/10 8%
RO1 A1 086304 08/01/06 - 07/31/10 2%
RO1 PH 000032 09/30/06 - 08/29/08 10%
i R21 DK 073739 08/30/06 - 08/31/08 5%
RO1 HLOB4925 05/15/07 - 03/31/11 5%
1 R18 HS017045-01 09/15/07 - 09/14/08| 2% new AHRQ one
96%
e | Pending
R18 (Simon) | 07/01/07 - 06/30/10 5%
RO1 (Oksn) 12/01/07 - 11/30/11]_ 5%
R01 (McCray) 02/01/08 - D1/31/11 5%
. G13 (Kieinman) 04/01/08 - 03/31/11 14.16%
{Oken) 01/01/08 - 12/31/10 5%
Kiompas  |Active
P01 CD000260-02 09/30/05 - 08/28/08 20%
7 U01 GM076872-02 02/01/07 - 01/31/08 10%
1 R18 HS017045-01 09/15/07 - 08/14/09 35% new AHRQ one
85%
Pending
ESP VAERS CXDOUXX - XXX 20%
Platt Active
5 18 H510381-07 09/29/08 - 08/30/07 18%
1 U01 GM76672-01 02/01/07 - 01/31/08 15%
5 P01 CD000Z80-02 09/30/05 - 08/29/08 20%
200200200732 08/20/03 - 09/18/12 5%
U01 Cl000344-01 02/01/06 - 09/18/11| 12%
HHSF22320051001 08/23/05 - 08/22/10 15%
SCDPH5225 5 337HAR0000 04/01/07 - 08/31/07 2.08%
MTAS3 01/01/07 - 12/31/08 1.66%
1 R0O1 PH0000032-01 09/30/06 - 09/29/08 2.08%
1 RO1 Al066304-01A1 08/01/06 - 07/31/10 5%
1 R18 HS017045-01 08/15/07 - 09/14/08 3% new AHRQ one
98.82%

Pending

None




HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middle): Wagner, Edward H., MD, MPH

kbe) |
er Suppo

Prime: Lovelace Clinic Foundation (Mapel)
LCF030207

3/1/07-2/28/08 1.2 calendar (10%)
b)(4) (b)4) |

Pneumonia and Upper Respiratory Tract Infections Among COPD Patients Using Fluticasone/Salmeterol in
Combination Versus Other Steroids and Bronchodialators Alone

The primary goal of this project is to examine whether COPD patients prescribed Advair have a higher risk for
pneumonia as compared to patients who are treated with other ICS and/or bronchodilators alone.

Role: Primary Investigator

ACTIVE

Prime: Harvard Pilgrim Health Care (Platt)

2U18HS10391

HPHC PI (Platt)

AHRQ 9/29/2006-9/30/2007 2.4 calendar (20%)
$259,964.00 (Core, yr 4; Dataset yr4 — HPHC Direct Costs)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 2)

The Centers for Education and Research in Therapeutics (CERT) is an initiative funded by the Agency for
Healthcare Research and Quality to conduct research and provide education that optimizes use of drugs,
devices, and biological products. Ten sites in the HMO Research Network are collaborating as a CERT
Role: Co-Investigator

Prime: Harvard Pilgrim Health Care (Platt)

200-2002-00732

HPHC PI (Platt) 10/1/06-9/30/07 2.4 calendar (20%)
AHIP $105,994.00 (HPHC Direct Costs)

Using Electronic Heaith Data to Assess Influenza Vaccine Safety

This project represents a CDC and FDA jointly funded study to evaluate the development of a system for active
surveillance of influenza vaccines. The study builds on the prior work of the Vaccine safety datalink (VSD) and
is intended to lay the groundwork for an active surveillance program involving large, diverse populations that
could be implemented to monitor an influenza pandemic. The two main projects goals are to a.) improve the
nation’s ability to use electronic health data for rapid assessment of adverse reactions to influenza vaccine,
including pandemic influenza vaccine; and b.) expand the size of the population for which electronic health
data can be used for influenza vaccine, including pandemic influenza vaccine, safety assessment

Role: Co-Investigator
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HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middle): Wagner, Edward H., MD, MPH

Prime: Group Health Cooperative (Larsen)

HHSN268200425216C
HPHC PI (Platt) 9/30/04-9/29/07 1.8 calendar (15%)
NHLBI $173,718.00 (HPHC Direct Costs)

The HMO Coordinated Clinical Studies Network

The Coordinated Clinical Studies Network (CCSN) is an unparalleled research facility for clinical and health
services research that builds on the current capacity of the HMO Research Network (HMORN). The CCSN
supports the full range of research that HMORN members regularly conduct, which includes cancer, infectious
and chronic disease surveillance, health services and health economics research, behavioral, mental health
and substance abuse studies, genomic research, complementary and alternative medicine, dental research,
pharmacoepidemiological and pharmacoeconomic investigations as well as analyses of systems change and
organizational behavior. The project’s deliverables are to build and sustain a research infrastructure, establish
HMORN CCSN web site to coordinate all Network communications, establish External & Internal Advisory
Committees for the CCSN, build budget templates and pre-negotiated project budgets for network based
research, and create a document repository for IRB and other reviews.

Role: Co-Investigator

Prime: Harvard Pilgrim Health Care (Platt)

HHSF223200510012C C.0.A. #3

HPHC PI (Platt) 5/1/06-12/31/07 1.2 calendar (10%)
FDA $114,776.00 (HPHC Direct Costs)

ADHD Drugs and Cardiovascular Outcomes —Full Study

This project is a retrospective cohort study of the use of medications for ADHD and the risk of serious
arrhythmias. The study drugs include all medications with a label indication for treatment of ADHD. These
include the amphetamine-related psychostimulants, other stimulants (pemoline), and SNRIs (atomoxetine).

Prime: CRN - Group Health Cooperative

U19CA079689

HPHC PI (Fletcher)

NCI 5/1/07 — 4/30/12 .84 calendar (7%)
$263,090.00 (HPHC Direct Costs, yr 1)

Cancer Research Network Across Health Care Systems — Infrastructure

The CRN has successfully developed a productive collaborative cancer research consortium. We plan to
improve the research capacity of the CRN and use it to conduct a broad array of cancer research studies that
relate to NCI research priorities or questions of importance to CRN investigators and our academic
collaborators.
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HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middie):  VWagner, Edward H., MD, MPH

PENDING

Prime: Harvard Pilgrim Health Care (Lazarus)

XOOOOXX
HPHC PI (Lazarus) Funding Period: TBD 1.2 Year 1, 1.08 in Year 2 (9.5%)

AHRQ HPHC Direct Costs: TBD

Electronic Support for Public Health - Vaccine Adverse Events Reporting System (ESP VAERS)

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).

Prime: Kaiser Permanente Northern California (Herrinton)
200000

HPHC PI (Brown)
NIA 10/1/07-9/30/11 1.6 calendar (13%)

$115,636.00 (HPHC Direct Costs, yr 1)

Age Disparities in Use of Biologics for Rheumatoid Arthritis

The proposed community-based study will investigate each of these factors, comparing RA patients 265 years
with younger patients. The study is directed toward rheumatologists, health planners, and policy makers. It
will assess whether elders have adequate and appropriate access to biologic agents, thereby allowing
refinement of drug coverage policies to improve their use among elders. This question is of critical importance
as there are an increasing number of new biologic therapies on the horizon for a wide range of inflammatory
diseases, and the number of Medicare enrollees continues to grow.

Prime: Harvard Pilgrim Health Care (Platt)
XXX

HPHC PI (Brown)
AHRQ 10/01/07-9/30/11 3.6 calendar (30%)

$263,090.00 (HPHC Direct Costs, yr 1)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 3)

The overall vision of the HMO Research Network CERT is to advance population health through acquisition
and widespread dissemination of knowledge about best therapeutics practices. We accomplish this by taking
advantage of the research and dissemination opportunities afforded by health plans’ defined populations, their
large provider groups, and their unique data sources. In the aggregate these health plans cover a substantial
majority of the U.S. population. This leads to this CERT's theme, "Improving therapeutics' use, safety, and
effectiveness, through research, dissemination, and education using health plans' defined populations,
providers, delivery systems, and data.”

Aim 1. To enhance the collective ability of the HMO Research Network and other health plans’ collective to
advance therapeutics knowledge by leveraging unique data sources within a very large, generalizable

population.
Aim 2. To develop and implement new multi-faceted methods for disseminating and promoting best therapeutic

practices.
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HPHC Infrastructure (Wagner)  Principal Investigator/Program Director (Last, First, Middle);  VWagner, Edward H., MD, MPH

OVERLAP:
None at present.

Should all of the pending grant proposals be funded, Dr. Brown's level of effort for the period of the overlap
(May 1 — September 30) on some of his projects will be adjusted to ensure that his level of effort does not
exceed 100%.
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OTHER FINANCIAL SUPPORT
p)(6)
ACTIVE
K24 HL 068041 (Gillman) 9/30/01 - 6/30/11 0.48 calendar
NIH $164,963

Patient-oriented research in early life origins of CVD

The research focus of this midcareer patient-oriented investigator award is a study of maternal diet, placental
hormones, and offspring blood pressure. The award also serves as a mechanism to strengthen the Pl's
mentorship capabilities.

K24 HD 047667 (Lieu) 7/01/04 - 6/30/09 0.60 calendar

NICHD $128,633

Enhancing Prevention for Children in Diverse Populations

This mid-career investigator award in patient-oriented research supports Dr. Lieu's time for mentoring
beginning investigators and will add new activities to an ongoing study on racial/ethnic disparities in medication
use by children with persistent asthma.

RO1 HL 075504 (Gillman) 8/01/04 — 4/30/08 0.24 calendar

NIH $480,665

Maternal Fatty Acids, Child Obesity and Asthma Immunity

In this expansion of Project Viva, a prospective longitudinal cohort study of pregnant women and children, our
goal is to examine associations of maternal gestational fatty acid intake, fatty acid levels in offspring blood,
fetal growth, and postnatal weight status with markers of allergy and inflammation at the age of 3 years.

R21 LM 008707 (Kleinman) 6/01/05 — 5/31/08 2.88 calendar

NIH/NLM $116,250

Methods for evaluating bioterrorism surveillance tools

In this application, we propose developing tools to compare statistical methods for detection of bioterrorist
attack. We will explore: 1) weighted ROC curves; 2) generalized multidimensional ROC surfaces; and 3) cost-
based evaluation incorporating investigation and false positive costs as well as the value of mortality and
morbidity incurred and averted by each method.

RO1 HD 050966 (Gillman) 8/01/05 - 7/31/10 0.48 calendar

NIH $428,764

Improving primary care to prevent childhood obesity

The overall goal of this research is to assess an innovative, sustainable primary care practice change
intervention to prevent obesity among young children. To achieve this goal, we will conduct a cluster-
randomized controlled trial in 10 pediatric practices of a large multi-site group practice in eastern
Massachusetts. The trial will include 400 children age 2-5 years at elevated risk of obesity based on their and
their parents’ body mass indexes. The primary aim is to assess the extent to which the intervention, compared
with the usual care control condition, reduces change in body mass index over a 6-month intervention and 2-
year follow-up period.

P01 CD 000260 (Platt) 9/30/05 — 9/29/08 1.20 calendar

CDC $101,648

Public Heath Information Center of Excellence: Enhancing Public Health Through Electronic Medical and
Personal Health Records

The center will link Electronic Medical Records (EMRs), Personally Controlled Health Records (PCHRs), and
electronic public health reporting and communication systems by developing scalable information
infrastructures to enable information exchange between individuals, health care providers and public health
authorities to build on existing infrastructure to enhance communications to improve public health practices.
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ACTIVE (cont.)

U01 GM 076672 (Platt) 2/01/06 — 1/31/11 1.80 calendar

NIGMS $3,001,609

Modeling Health Systems Infectious Disease Data

This project will develop models for early detection and monitoring of infectious disease outbreaks. These
models will be applied at different geographical scales, from individual wards of a single hospital to a whole
country, as well as for different data specificity from very general symptoms to microbial disease strains and
antimicrobial resistance profiles.

R0O1 HD 034568 (Gillman) 8/01/06 — 6/30/10 0.96 calendar

NIH $770,607

Pre- and peri-natal predictors of childhood obesity

The aim of this prospective longitudinal cohort study of pregnant women and their children is to examine the roles of
prenatal dietary and hormonal factors, infant feeding, and postnatal growth in the development of obesity and
related disorders at 7 years of age in Project Viva.

ROt Al 066304 (Finkelstein) 8/01/06 — 7/31/10 0.24 calendar

NIH $494,303

Post-PCV pneumococcal population genetics and resistance

This study will 1) measure trends in carriage of Streptococcus pneumoniae in a multi-community sample of
young children following introduction of pneumococcal conjugate vaccine, Including changes in prevalence,
serotypes carried, and serotype-specific antibiotic resistance; 2) Test competing hypotheses to account for in
pneumococcal population structure following PCV7 introduction; and, 3) Determine if previously documented
risk factors for carriage of S. pneumoniae (overall) and penicillin non-susceptible S. pneumoniae continue to
predict carriage in the post-PCV7 era.

R0O1 PH 000032 (Kulldorff) 9/30/06 — 9/29/08 1.20 calendar

NIH $496 499

Data evaluation for early disease outbreak detection

This project evaluates and compares the efficacy of different health services data sources for early disease
outbreak detection, including telephone inquiries, ambulatory care visits, emergency department visits,
laboratory test requests and results, radiology tests, hospitalizations, drug prescriptions and drug dispensing.

R21 DK 073739 (Rich-Edwards) 9/30/06 — 8/31/08 0.60 calendar
NIH $150,000

Lactation and diabetes risk factors in women
This study will examine the associations of lactation duration with levels of insulin resistance at 3 years

postpartum.

RO1 HL 064925 (Gillman) 5/15/07 - 3/31/11 0.60 calendar

NIH $487,869

Maternal vitamin D, adiposity in early life, and risk of childhood asthma

The overall goal of this proposal is to examine associations of maternal and child nutritional status with
development of asthma-related outcomes by the age of 7 years.
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ACTIVE (cont.)
R18 HS 017201 (Simon) 9/01/07 - 6/30/10 0.60 calendar
AHRQ $225,000

Improving Laboratory Monitoring in Community Practices: A Randomized Trial

Medication errors occur frequently among patients in the ambulatory setting and cause many preventable
adverse drug events; thus, they constitute an important target for patient safety and quality improvement. We
propose a community-based randomized controlled trial of clinical-decision support to improve laboratory
monitoring of medication use and a results management program to improve the timely follow-up of abnormal
laboratory tests. This practical clinical trial will evaluate the effectiveness of promoting clinicians’ use of
commercially available healthcare information technology to improve medication safety in the ambulatory care
setting.

PENDING

(Lazarus) 7/01/07 - 6/30/09 0.24 calendar
AHRQ $500,000

ESP: VAERS

Vaccination programs are a cornerstone of modern public health. Public and professional confidence in health
care quality depends on reliable post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. The goal of ESP:VAERS is to improve the quality of health care by
improving the quality of physician-initiated adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS). We will use electronic medical records available from all
ambulatory care encounters in a large multi-specialty practice to achieve this goal.

RO1 (Oken) 12/01/07 — 11/30/11 0.60 calendar

NIH $303,562

Effects of prenatal diet and mercury exposure on child behavior and development

The goals of this project are to study associations of maternal fish intake and blood levels of mercury, n-3 fatty
acids, and selenium during pregnancy with child cognition and behavior at age 7 years.

R0O1 (McCray) - 2/01/08 — 1/31/11 0.60 calendar

NIH $8,105 (Subcontract)

Personalized Autism Information Resources (PAIR)

This project tests the hypothesis that targeted, customized, and literacy-aware health information delivered in a
just-in-time fashion leads to: 1) improved control of autism spectrum disorders by affected families, and 2)
enhanced communication between the affected families and the health care team.

G13 (Kleinman) 4/01/08 — 3/31/11 1.70 calendar

NIH $50,000

SAS/R dictionary for health researchers

The product of this project will be a dictionary that will contain instructions for doing tasks common to statistical
analysis of public health data in the two most important statistical software packages. Currently users of these
packages find it difficult to transfer their knowledge from one system to another, limiting their analyses and
making them less productive. Since much medical advancement depends on statistical analysis, the book will
enable quicker and more accurate advancement by making statistical analysis more productive and more
accurate.
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PENDING
(Oken) 1/01/08 — 12/31/10  0.60 calendar
ADA $173,868

Promoting health behaviors to avoid excessive gestational weight gain

The goal of the proposed project is to pilot test a practice-based intervention to improve weight-related
behaviors and to reduce the prevalence of excessive gestational weight gain among overweight and obese
women receiving their prenatal care at Harvard Vanguard Medical Associates (HVMA), a diverse multi-
specialty group practice in eastern Massachusetts.

OVERLAP

Should additional grants be funded during the award period of currently active grants, | will reduce effort on
one or more to ensure that my total effort does not exceed 12.00 calendar person months.
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OTHER SUPPORT
Ross LAZARUS, M.B.B.S., M.Med.. M.P.H.
(Brigham and Women'’s Hospital)

ACTIVE - Brigham Administered Grants

2 U01 HLO65899-05 (Weiss) 08/01/05 — 06/30/10 0.60 calendar
NIH/ NHLBI $1,452,435

The Pharmacogenetics of Asthma Treatment

The major goal of this project is to determine the genetic basis for differences observed in patient responses to
various asthma treatments. Overlap: None.

P01CDO000260 (Platt) 01/01/06 — 12/31/08 1.2 calendar
Centers for Excellence in Public Health Informatics (ESP) $932,178

Using Electronic Medical Records to Support Core Public Health Needs

This work will build directly on this group’s accomplishments in developing the CDC National Bioterrorism
Syndromic Surveillance Demonstration Project. ESP will serve three major functions: 1) Completely
transparent reporting of conditions where all required information can be extracted from EMRs, 2) Initiation of
reporting that triggers an automated query to clinicians if non-extractable information, and 3) Automatic
responses to electronic queries by health authorities regarding demographic and treatment status of individuals
with positive laboratory tests. Overlap: None

1 U54 LM008748 (Kohane) 09/15/04 —- 07/31/07 2.88 calendar
NIH/NHLBI $186,000

Genetics and Pharmacogenetics of Common Complex Disease

This work will perform as part of the Informatics for Integrating Biology and the Bedside (1°B%) project and will
lead to the development and implementation of methods and tools to improve genetic epidemiological and
pharmacogenetic research in complex disease.

Overlap: None.

1 R0O1 HG003646-01A1 (Lazarus) 12/01/05 — 11/30/10 3.96 calendar
NiH $2,266,379

A Genetic Association Research Statistical Framework (BISTI)

The specific aims of this project include software support for importing experimental data and genomic
annotation; methods for statistical power calculations and for selecting maximally informative subsets of
markers during experimental design; methods for visualizing and summarizing experimental results;
established and recently developed methods supporting statistical inference on single markers, multiple
markers and on the epistatic and gene by environment interactions characteristic of these diseases and
needed for emerging fields of study such as pharmacogenetics. Overlap: None.

1 PO1 HLO83069 (Weiss) 12/01/06 — 11/30/11 2.4 calendar

NIH $1,515,000

Common Genetic Determinants of Asthma and COPD (PPG Core 3 - Bioinformatics)

The goal of this core is to develop novel bicinformatics tools to be used by Projects 1-4 of the grant, the
analysis of human and mouse microarray datasets, and the maintenance of the PPG website, which will be
‘modeled from a former Channing Laboratory PGA website. In addition, this core will provide a wide variety of
statistical tools for genetic association analysis, as well as up-to-date information on genetic association
studies, mouse genetics, and the functional genomics work of Projects 1-4. Overlap: None.
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ACTIVE (Continued) — Brigham Administered Grants

1 R01 HL066289 (Weiss) 4/1/07-3/31/11 0.60 Calendar
NIH/NHLBI $2,940,680

The Genetic Epidemiology of Asthma in Costa Rica '

The goal of this competing continuation grant is to use linkage disequilibrium mapping to test the hypothesis
that a gene(s) on chromosome 12¢24 influences asthma and airway responsiveness in Costa Ricans, and that
a gene(s) on chr. 20p12 influences total serum IgE in male Costa Ricans. This goal will be accomplished by a)
genotyping SNPs in these regions to perform fine-mapping family-based association studies to identify
candidate genes for asthma and/or its intermediate phenotypes, and b) testing for association between SNPs
and haplotypes in selected candidate genes and asthma and/or its intermediate phenotypes in families of
children with asthma.

R0O1 HL086601-01 (Raby) 12/01/06-11/30/10 0.36 Calendar
NIH/NHLBI

Genetics and Gene Expression Profiling in Asthma

The goal of this project is to integrate gene expression microarray data with family-based genetic association
studies to identify genetic variants that influence the severity of asthma through regulation of gene expression.
Overlap: None

PENDING - Brigham Administered Grants (Lazarus)

1 R01 HL092197-01 (Tantisira) 04/01/08 — 03/31/13 0.30 Calendar
NIH/NHLBI $412,054

Integrative Pharmacogenomics of Leukotriene Inhibition in Asthma

This project seeks to identify genetic markers most closely associated with the genetic expression signature
resulting from administration of medications that block the leukotriene pathway in asthma. By demonstrating
that these markers also correlate with the clinical response in asthma, the markers may eventually be used to
help predict therapeutic response to anti-leukotriene medications in asthma. Since asthma remains the leading
cause of childhood hospitalizations and school absences in the United States, optimizing pharmacologic
therapy has the potential to substantially decrease the morbidity and financial burden related to this disease.

TBA (Platt) XXX 300X/ xx 2.40 calendar

AHRQ $XXX, XXX

Electronic Support for Public Health: Vaccine Adverse Event Reporting System (ESP:VAERS)

This project seeks to perform systems analysis, design and application programming for enhancements to
existing ESP software to enable the creation and management of diagnosis and therapeutic exposure
registries.

Note: If any of the pending grants change status to active, Dr. Lazarus will adjust his active support to
accommodate the new effort.
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Other Support
ACTIVE
Prime: Lovelace Clinic Foundation (Mapel)
LCF030207
HPHC PI (Brown) 3/1/07-2/28/08 1.2 calendar (10%)

[e)4) | fo)4)

Pneumonia and Upper Respiratory Tract Infections Among COPD Patients Using Fluticasone/Salmeterol in
Combination Versus Other Steroids and Bronchodialators Alone

The primary goal of this project is to examine whether COPD patients prescribed Advair have a higher risk for
pneumonia as compared to patients who are treated with other ICS and/or bronchodilators alone.

Role: Primary Investigator

Prime: Harvard Pilgrim Health Care (Platt)
2U18HS10391

HPHC PI (Platt)
AHRQ 9/29/2006-9/30/2007 2.4 calendar (20%)

$259,964.00 (Core, yr 4; Dataset yr4 — HPHC Direct Costs)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 2)

The Centers for Education and Research in Therapeutics (CERT) is an initiative funded by the Agency for
Healthcare Research and Quality to conduct research and provide education that optimizes use of drugs,
devices, and biological products. Ten sites in the HMO Research Network are collaborating as a CERT.
Role: Co-Investigator

Prime: Harvard Pilgrim Health Care (Platt)

200-2002-00732

HPHC Pi (Platt) 10/1/06-9/30/07 2.4 calendar (20%)
AHIP $105,994.00 (HPHC Direct Costs)

Using Electronic Health Data to Assess Influenza Vaccine Safety

This project represents a CDC and FDA jointly funded study to evaluate the development of a system for active
surveillance of influenza vaccines. The study builds on the prior work of the Vaccine safety datalink (VSD) and
is intended to lay the groundwork for an active surveillance program involving large, diverse populations that
could be implemented to monitor an influenza pandemic. The two main projects goals are to a.) improve the
nation’s ability to use electronic health data for rapid assessment of adverse reactions to influenza vaccine,
including pandemic influenza vaccine; and b.) expand the size of the population for which electronic health
data can be used for influenza vaccine, including pandemic influenza vaccine, safety assessment

Role: Co-Investigator
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Prime: Group Health Cooperative (Larsen)

HHSN268200425216C
HPHC PI (Platt) 9/30/04-9/29/07 1.8 calendar (15%)
NHLBI $173,718.00 (HPHC Direct Costs)

The HMO Coordinated Clinical Studies Network

The Coordinated Clinical Studies Network (CCSN) is an unparalleled research facility for clinical and health
services research that builds on the current capacity of the HMO Research Network (HMORN). The CCSN
supports the full range of research that HMORN members regularly conduct, which includes cancer, infectious
and chronic disease surveillance, heaith services and health economics research, behavioral, mental health
and substance abuse studies, genomic research, complementary and alternative medicine, dental research,
pharmacoepidemiological and pharmacoeconomic investigations as well as analyses of systems change and
organizational behavior. The project’s deliverables are to build and sustain a research infrastructure, establish
HMORN CCSN web site to coordinate all Network communications, establish External & Internal Advisory
Committees for the CCSN, build budget templates and pre-negotiated project budgets for network based
research, and create a document repository for IRB and other reviews.

Role: Co-Investigator

Prime: Harvard Pilgrim Health Care (Platt)

HHSF223200510012C C.O.A. #3

HPHC PI (Platt) 5/1/06-12/31/07 1.2 calendar (10%)
FDA $114,776.00 (HPHC Direct Costs)

ADHD Drugs and Cardiovascular Outcomes —Full Study

This project is a retrospective cohort study of the use of medications for ADHD and the risk of serious
arrhythmias. The study drugs include all medications with a label indication for treatment of ADHD. These
include the amphetamine-related psychostimulants, other stimulants (pemoline), and SNRIs (atomoxetine).

PENDING

Prime: Harvard Pilgrim Health Care (Lazarus)

XXX

HPHC PI (Lazarus) Funding Period: TBD 1.2 Year 1, 1.08 in Year 2 (9.5%)
AHRQ HPHC Direct Costs: TBD

Electronic Support for Public Health - Vaccine Adverse Events Reporting System (ESP VAERS)

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. VVaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).
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Prime: Kaiser Permanente Northern California (Herrinton)

JOOOXXXX

HPHC PI (Brown)

NIA 7/1/07-6/30/11 1.6 calendar (13%)
$115,636.00 (HPHC Direct Costs, yr 1)

Age Disparities in Use of Biologics for Rheumatoid Arthritis

The proposed community-based study will investigate each of these factors, comparing RA patients 265 years
with younger patients. The study is directed toward rheumatologists, health planners, and policy makers. It
will assess whether elders have adequate and appropriate access to biologic agents, thereby allowing
refinement of drug coverage policies to improve their use among elders. This question is of critical importance
as there are an increasing number of new biologic therapies on the horizon for a wide range of inflammatory
diseases, and the number of Medicare enrollees continues to grow.

Prime: Harvard Piigrim Health Care (Platt)

XXX

HPHC PI (Brown)

AHRQ 9/30/07-9/29/11 3.6 calendar (30%)
$263,090.00 (HPHC Direct Costs, yr 1)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 3)

The overall vision of the HMO Research Network CERT is to advance population health through acquisition
and widespread dissemination of knowledge about best therapeutics practices. We accomplish this by taking
advantage of the research and dissemination opportunities afforded by health plans’ defined populations, their
large provider groups, and their unique data sources. In the aggregate these health plans cover a substantial
majority of the U.S. population. This leads to this CERT’s theme, "Improving therapeutics' use, safety, and
effectiveness, through research, dissemination, and education using health plans' defined populations,
providers, delivery systems, and data."

Aim 1. To enhance the collective ability of the HMO Research Network and other health plans’ collective to
advance therapeutics knowledge by leveraging unique data sources within a very large, generalizable
population.

Aim 2. To develop and implement new multi-faceted methods for disseminating and promoting best therapeutic
practices.

Prime: CRN ~ Group Health Cooperative

KOOXXXXX

HPHC PI (Fletcher)

NCI 5/1/07 - 4130112 .84 calendar (7%)
$263,090.00 (HPHC Direct Costs, yr 1)

Cancer Research Network Across Health Care Systems — Infrastructure

The CRN has successfully developed a productive collaborative cancer research consortium. We plan to
improve the research capacity of the CRN and use it to conduct a broad array of cancer research studies that
relate to NCI research priorities or questions of importance to CRN investigators and our academic
collaborators.
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OVERLAP:
None at present.

Should all of the pending grant proposals be funded, Dr. Brown’s level of effort for the period of the overlap
(May 1 ~ September 30) on some of his projects will be adjusted to ensure that his level of effort does not
exceed 100%.
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OTHER FINANCIAL SUPPORT

(b)(6)

ACTIVE

K24 HL 068041 (Gillman) 9/30/01 - 6/30/11 0.48 calendar
NIH $164,963

Patient-oriented research in early life origins of CVD

The research focus of this midcareer patient-oriented investigator award is a study of maternal diet, placental
hormones, and offspring blood pressure. The award also serves as a mechanism to strengthen the Pl's
mentorship capabilities.

K24 HD 047667 (Lieu) 7/01/04 — 6/30/09 0.60 calendar

NICHD $128,633

Enhancing Prevention for Children in Diverse Populations

This mid-career investigator award in patient-oriented research supports Dr. Lieu's time for mentoring
beginning investigators and will add new activities to an ongoing study on racial/ethnic disparities in medication
use by children with persistent asthma.

RO1 HL 075504 (Gillman) 8/01/04 - 4/30/08 0.24 calendar

NIH $480,665

Maternal Fatty Acids, Child Obesity and Asthma Immunity

In this expansion of Project Viva, a prospective longitudinal cohort study of pregnant women and children, our
goal is to examine associations of maternal gestational fatty acid intake, fatty acid levels in offspring blood,
fetal growth, and postnatal weight status with markers of allergy and inflammation at the age of 3 years.

R21 LM 008707 (Kleinman) 6/01/05 — 5/31/08 2.88 calendar

NIH/NLM $116,250

Methods for evaluating bioterrorism surveillance tools

In this application, we propose developing tools to compare statistical methods for detection of bioterrorist
attack. We will explore: 1) weighted ROC curves; 2) generalized multidimensional ROC surfaces; and 3) cost-
based evaluation incorporating investigation and false positive costs as well as the value of mortality and
morbidity incurred and averted by each method.

R01 HD 050966 (Gillman) 8/01/05 — 7/31/10 0.48 calendar

NIH $428,764

improving primary care to prevent childhood obesity

The overall goal of this research is to assess an innovative, sustainable primary care practice change
intervention to prevent obesity among young children. To achieve this goal, we will conduct a cluster-
randomized controlled trial in 10 pediatric practices of a large multi-site group practice in eastern
Massachusetts. The trial will include 400 children age 2-5 years at elevated risk of obesity based on their and
their parents’ body mass indexes. The primary aim is to assess the extent to which the intervention, compared
with the usual care control condition, reduces change in body mass index over a 6-month intervention and 2-
year follow-up period.

P01 CD 000260 (Platt) 9/30/05 — 9/29/08 1.20 calendar
CDC $101,648
Public Heath Information Center of Excellence: Enhancing Public Health Through Electronic Medical and

Personal Health Records

The center will link Electronic Medical Records (EMRs), Personally Controlled Health Records (PCHRs), and
electronic public health reporting and communication systems by developing scalable information
infrastructures to enable information exchange between individuals, health care providers and public health
authorities to build on existing infrastructure to enhance communications to improve public health practices.
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ACTIVE (cont.)
U01 GM 076672 (Platt) 2/01/06 - 1/31/11  1.80 calendar
NIGMS $3,001,609

Modeling Health Systems Infectious Disease Data

This project will develop models for early detection and monitoring of infectious disease outbreaks. These
models will be applied at different geographical scales, from individual wards of a single hospital to a whole
country, as well as for different data specificity from very general symptoms to microbial disease strains and
antimicrobial resistance profiles.

RO1 HD 034568 (Gillman) 8/01/06 - 6/30/10 0.96 calendar

NIH $770,607

Pre- and peri-natal predictors of childhood obesity

The aim of this prospective longitudinal cohort study of pregnant women and their children is to examine the roles of
prenatal dietary and hormonal factors, infant feeding, and postnatal growth in the development of obesity and
related disorders at 7 years of age in Project Viva.

RO1 Al 066304 (Finkelstein) 8/01/06 - 7/31/10 0.24 calendar

NIH $494,303

Post-PCV pneumococcal population genetics and resistance

This study will 1) measure trends in carriage of Streptococcus pneumoniae in a multi-community sample of
young children following introduction of pneumococcal conjugate vaccine, Including changes in prevalence,
serotypes carried, and serotype-specific antibiotic resistance; 2) Test competing hypotheses to account for in
pneumococcal population structure following PCV7 introduction; and, 3) Determine if previously documented
risk factors for carriage of S. pneumoniae (overall} and penicillin non-susceptible S. pneumoniae continue to
predict carriage in the post-PCV7 era.

RO1 PH 000032 (Kulldorff) 9/30/06 — 9/29/08 1.20 calendar

NIH $496,499

Data evaluation for early disease outbreak detection

This project evaluates and compares the efficacy of different health services data sources for early disease
outbreak detection, including telephone inquiries, ambulatory care visits, emergency department visits,
laboratory test requests and results, radiology tests, hospitalizations, drug prescriptions and drug dispensing.

R21 DK 073739 (Rich-Edwards) 9/30/06 — 8/31/08 0.60 calendar
NIH $150,000

Lactation and diabetes risk factors in women
This study will examine the associations of lactation duration with levels of insulin resistance at 3 years
postpartum.

RO1 HL 064925 (Gillman) 5/15/07 — 3/31/11 0.60 calendar

NIH $487,869

Maternal vitamin D, adiposity in early life, and risk of childhood asthma

The overall goal of this proposal is to examine associations of maternal and child nutritional status with
development of asthma-related outcomes by the age of 7 years.

PHS 398/2590 (Rev. 04/06) Page Other Support Format Page



Principal Investigator/Program Director (Last, first, middle):

PENDING

{Lazarus) XPOUXX — XIxxIxx 0.24 calendar
AHRQ XXX, XXX

ESP: VAERS

Vaccination programs are a cornerstone of modern public health. Public and professional confidence in health
care quality depends on reliable post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. The goal of ESP:VAERS is to improve the quality of health care by
improving the quality of physician-initiated adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS). We will use electronic medical records available from all
ambulatory care encounters in a large multi-specialty practice to achieve this goal.

R18 (Simon) 7/01/07 - 6/30/10 0.60 calendar

NIH $225,000

Improving Laboratory Monitoring in Community Practices: A Randomized Trial

Medication errors occur frequently among patients in the ambulatory setting and cause many preventable
adverse drug events; thus, they constitute an important target for patient safety and quality improvement. We
propose a community-based randomized controlied trial of clinical-decision support to improve laboratory
monitoring of medication use and a results management program to improve the timely follow-up of abnormal
laboratory tests. This practical clinical trial will evaluate the effectiveness of promoting clinicians’ use of
commercially available healthcare information technology to improve medication safety in the ambulatory care
setting.

R0O1 (Oken) 12/01/07 — 11/30/11 0.60 calendar

NIH $303,562

Effects of prenatal diet and mercury exposure on child behavior and development

The goals of this project are to study associations of maternal fish intake and blood levels of mercury, n-3 fatty
acids, and selenium during pregnancy with child cognition and behavior at age 7 years.

RO1 (McCray) 2/01/08 — 1/31/11 0.60 calendar

NIH $8,105 (Subcontract)

Personalized Autism Information Resources (PAIR)

This project tests the hypothesis that targeted, customized, and literacy-aware health information delivered in a
just-in-time fashion leads to: 1) improved control of autism spectrum disorders by affected families, and 2)
enhanced communication between the affected families and the health care team.

G13 (Kleinman) 4/01/08 — 3/31/11 1.70 calendar

NIH $50,000

SAS/R dictionary for health researchers

The product of this project will be a dictionary that will contain instructions for doing tasks common to statistical
analysis of public health data in the two most important statistical software packages. Currently users of these
packages find it difficult to transfer their knowledge from one system to another, limiting their analyses and
making them less productive. Since much medical advancement depends on statistical analysis, the book will
enable quicker and more accurate advancement by making statistical analysis more productive and more
accurate,

PHS 398/2590 (Rev. 04/06) Page Other Support Format Page




Principal Investigator/Program Director (Lasi, first, midd/e):

PENDING
(Oken) 1/01/08 — 12/31/10  0.60 calendar
ADA $173,868

Promoting health behaviors to avoid excessive gestational weight gain

The goal of the proposed project is to pilot test a practice-based intervention to improve weight-related
behaviors and to reduce the prevalence of excessive gestational weight gain among overweight and obese
women receiving their prenatal care at Harvard Vanguard Medical Associates (HVMA), a diverse multi-
specialty group practice in eastern Massachusetts.

OVERLAP

Should additional grants be funded during the award period of currently active grants, | will reduce effort on
one or more to ensure that my total effort does not exceed 12.00 calendar person months.
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Principal Investigator/Program Director (Last, First, Middle); LAZARUS, Ross

b)(6) OTHER FINANCIAL SUPPORT
ACTIVE SUPPORT

P01 CD000260-02 (Platt) 9/30/2005-9/29/2008
PHI Center $1,6561,712

2.4 Person-months
Enhancing Public Health Through Electronic Medical and Personal Health Records
This Center of Excellence in Public Health Informatics will be a partnership of three entities that have expertise
in design and use of Electronic Medical Records, Personally Controlled Health Records, and electronic public
health reporting and communication systems. The center will link these disparate systems by developing
scalable information infrastructures to enable information exchange between individuals, health care providers
and public health authorities
Role: Co-Investigator, Electronic Support for Public Health (ESP) Project

1 U01 GM076672-02 (Platt) 2/1/2007-1/31/2008
NIGMS $563,099

1.2 Person-months
Modeling Health Systems Infectious Disease Data
This project will develop models for early detection and monitoring of infectious disease outbreaks. These
models will be applied at different geographical scales, from individual wards of a single hospital to a whole
country, as well as for different data specificity from very general symptoms to microbial disease strains and
antimicrobial resistance profiles.
Role: Co - Investigator

PENDING SUPPORT
XXXXXXXXXXX (Lazarus) XX/XXI XXX
ESP VAERS 0K, XXX

4.20 Person-months
Electronic Support for Public Health - Vaccine Adverse Events Reporting System (ESP: VAERS)
Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).
Role: Co-Investigator
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Princlpal Investigator/Program Director (Last, First, Middle): LAZARUS, Ross

PLATT, R.

ACTIVE
5U18HS10391-07 (Platt) 9/29/2006-9/30/2007 2.28 calendar
AHRQ 147,929

The HMO Research Network Centers for Education and Research on Therapeutics (CERT2)

The major goals of study will continue the CERTS’ focus on studies of therapeutics use, safety, and effectiveness,
using health plans defined populations and data in eight new initiatives

1U01 GM76672-01 (Platt) 2/1/2007-1/31/2008 1.80 calendar
NiH 384,867
Modeling Health System Infectious Disease Data

The major goal of this study will be the development of models for the early detection of infectious disease outbreaks
and for monitoring an outbreak after it has been detected

5P01CD000260-02 9/30/2005-09/29/2008 2.40 calendar
cDC - 173,229
Enhancing public health through electronic medical and personal health records

This Center of Excellence in Public health Informatics will be a partnership of three entities that have expertise in
design and use of Electronic Medical Records, Personally Controlled Health Records, and electronic public health
reporting and communication systems.

200200200732 (Platt) 9/20/2003-9/19/2012 0.60 calendar
CDC 815,703
Vaccine Safety Surveillance and Assessment (VSD2)

The major goal of this project is to study ongoing and emerging topics on the potential association of vaccines with
adverse outcomes

U01 Cl000344-01 (Platt) 2/1/2006-9/19/2011 1.44 calendar
CcDhC 253,444
Prevention Epicenter Program

Continuation of the work to develop population based methods for identifying and preventing health care associated
infections (nosocomial infrections). This work is being conducted by a consortium of the three largest HMOs and two
large integrated delivery systems.

HHSF22320051001 (Platt) 9/23/05 - 9/22/2010 1.8 calendar
FDA 562,000
HMORN CERT Epidemiologic Studies of Adverse Effects of Marketed Drugs

This study will provide data and resources that can be used to rapidly evaluate safety and utilization patterns of
marketed prescription drugs and provide a mechanism for collaborative pharmacoepidemiologic research to protect
the public’s health.

SCDPH5225 5 337HAR0O000 (Platt) 04/01/2007-8/31/2007 0.25 calendar
Mass Department of Public Health b)(4)
MDPH Multi-Site Surveillance: Pandemic Influenza

This study will integrate the data, signal detection, and reporting capabilities of separate existing real-time systems for
identifying unusual clusters of iliness. This combined reporting and analysis is expected to allow greater power to
detect clusters of bioterrorism and other acute health events, and also to improve the efficiency of reporting to the
Department of Public Health.
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Principal Investigator/Program Director (Last, First, Middle): LAZARUS, Ross

MTAS3 (Platt) 01/01/07-12/31/2009 0.20 calendar
b)(4) (b)(4)
is uMrain-Barré following meningococcal conjugate (MCV4) vaccination

This project is a multi-site retrospective cohort study of the relationship between immunization with tetravalent
meningococcal conjugate vaccine (MCV4) and Guillain-Barré syndrome (GBS) in adolescents over the 42-month
period of March 1, 2005 to August 31, 2008.

1R01 PH0000032-01 (Kulldorff) 09/30/06-09/29/2008 0.25 calendar
cDC 987,749
Data Evaluation for Early disease Qutbreak Detection

This project evaluates and compares the efficacy of different health services data sources for early disease outbreak
detection, including telephone inquiries, ambulatory care visits, emergency department visits, laboratory test requests
and results, radiology tests, hospitalizations, drug prescriptions and drug dispensing.

1R01AI066304-01A1(Finkelstein) 8/1/2006-7/31/2010 0.60 calendar
NIH NIAID 494,303
Post-PCV pneumococcal population genetics and resistance

This research project builds directly on previous work by this investigator group who have collected and analyzed
pneumococcal isolates from healthy children in 16 distinct communities from 2001 to 2004. We now continue to
assess changes in patterns of colonization and serotype-specific antimicrobial resistance; to enhance our
understanding of the biological processes which underlie apparent shifts in community carriage and resistance, and to
re-assess risk factors for colonization and transmission of S. pneumoniae in the decades following universal PCV7

immunization.

PENDING

XXXXXXXX (Lazarus) Funding Period: TBD (.36 Years 1 &2)
AHRQ HPHC Direct Costs: TBD

Electronic Support for Public Health - Vaccine Adverse Events Reporting System (ESP: VAERS)

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines are
becoming available to improve the quality of health care. Vaccination programs are a cornerstone of modern public
heaith, and are of central importance in preparedness for dealing with potential health emergencies, such as the
recurrence of pandemic influenza. Public and professional confidence in vaccination depends on reliable post-
marketing surveillance systems, to ensure that rare and unexpected adverse effects are rapidly identified. Our goal is
to improve the quality of vaccination programs by improving the quality of physician adverse vaccine event detection
and reporting to the national Vaccine Adverse Event Reporting System (VAERS).

QOverlap
None
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Revised Other Support for 17045 dated 9/5/07

Personnel Award Number | Dates of Award | Percentage
Lazarus Active
2 Uo1 HLOB5888-05 08/01/05 - 08/30M0 5%
P01 CDDOOD260 01/01/08 - 12/31/08 10%
1 R01 HGOO3646-01A1 12/01/05 - 11/30110 33%
1 P01 HLO83089 12/01/08 - 11/30/M11 20%
1 R0O1 HLOG6288 04/01/07 - 03/31/11 5%
R01 HLO86601-01 12/01/06 - 11/30/10 3%
TBA vy | 07/01/07 - 06/30/08 20%
1 R18 HS017045-01 08/15/07 - 08/14/09 20% new AHRQ one
116%
Pending
1 R01 HLOS2187-01 04/01/08 - 03/31/13 2.50%
Brown Active
LCF030207 03/01/07 - 02/28/08 10%
2 U18 H510381 09/28/06 - 08/30/07 20%
200-2002-00732 10/01/06 - 08/30/07 20%
HHSMN268200425216C 08/30/04 - 08/28/07 15%
HHSF223200510012C C.O.A. #3 |05/01/06 - 12/31/07 10%
1 R18 HSD17045-01 09/15/07 - 08/14/08 10% new AHRQ onhe
85%
Pending
HPHC Pl {Lazarus) TBD 9.50%
HPHC Pl[(h)(6) 07/01/07 - 08/30/11 13%
HPHC PI[* 08/30/07 - 08/28/11 30%
HPHC PI 05/01/07 - 04/30/12 7%
|Kieinman | Active
K24 HL 068041 08/30/01 - 06/30/11 4%
K24 HD 047867 07/01/04 - 06/30/08 5%
RO1 HL 075504 0B/01/04 - 04/30/08 2%
R21 LM 008707 06/01/05 - 05/31/08 24%
R0O1 HD 050866 08/01/05 - 07/31/10 4%
P01 GD 000260 09/30/06 - 09/28/08 10%
Uo1 GM 076672 02/01/06 - 01/31/11 15%
R01 HDO34588 08/01/06 - 06/30/10 8%
RO1 A1 0668304 08/01/06 - 07/31/10 2%
RO1 PH 000032 08/30/06 - 09/29/08 10%
R21 DK 073739 08/30/06 - D8/31/08 5%
RO1 HLOG4925 05/16/07 - 03/31111 5%
1 R18 HS017045-01 08/15/07 - 09/14/08 2% new AHRQ one
968%
Pending
R1 BW 07/01/07 - 0B/30/10 5%
rRo1[* 12/01/07 - 11430111 5%
RO1 02/01/08 - 01/31/11 5%
G13 04/01/08 - 0313111 14,16%
FL e 01/01/08 - 12/31110 5%
Klompas Active
P01 CDOOD280-02 08/30/05 - 08/28/08 20%
7 U01 GMO76672-02 02/01/07 - 01/31/08 10%
1 R18 HS017045-01 08/15/07 - 08/14/08]  35% new AHRQ one
. 85%
Pending
ESP VAERS KOXKAXK, = XOKTKXK 20%
Platt Active
5 18 HS10391-07 08/28/06 - 09/30/07 18%
1 U01 GM76672-01 02/01/07 - 01/31/08 15%
5 P01 CDO00260-02 02/30/05 - 08/28/08 20%
200200200732 08/20/03 - 08/18/12 5%
Jo1 Clo00344-01 02/01/08 - 09/18/11 12%
HHSF22320051001 08/23/05 - 08/22/10 15%
SCDPH5225 5 337THARDOOO 04/01/07 - 08/31/07 2.08%
MTAS3 01/01/07 - 12/31/08 1.66%
1 R0O1 PHODOD032-01 08/30/08 - 09/25/08 2.08%
1 RO1 AID66304-01A1 0B/01/06 - 07/31/10 5%
1 R18 HS017045-01 08/15/07 - 08/14/09 3% new AHRQ one
99.82%

Pending
None




ANNUAL FSR RECONCILIATION
Information to be used in conjunction with GMS administrative review

Grant Number;  A\R RS \-TOMS ~OL : Budget Period End Date: ,_Cil_%fl 0¥
Grantee: Hanlaxd 2\\%1"\{1'\ Weo \W\Ceay€ FSR Receipt Date: ) __‘a‘JSn]_DK_—_' -
Pl N0 05 ok :

Granl Specialist: € owD\  NOYVIS

Previously awarded

Enter totnl § from prior NOAs

wwarded ligures (this figure should -
match he total authorization from the A .00 . Does this figure
previous FSR) er, i 0) year, ener 0 . match the FSR?

 E— (A+B)

Enter § awarded from original NOA of . Total Awarded to
this budget period (plus supplements) I's Award —_ Date
or, iF01 year, the original NOA ¢

- B|1aq,goq.00 ' '—\q'q,?ﬁﬁ.de

Linobligated Balunce

| 153,780 4% |

Enter $ unobligated on the FSR

% Unobligated

Divide Unobligated Balance (D) by §

This Award (B) D/B .:?)D-S(GV,‘J

m’ﬁceipt of this FSR and the information which it presents has been entered into the FSE database. The results of my
reliminary recohciliation are as follows:

No issues concerns noted.

O -For expanded autherities grants, grantee was informed on that the remarks section of the FSR made no mention
of the intent to carryover the unobligated balance.

O Grantee was informed on that a revised FSR must be submitted to correct the authorized federal funds amount,

O Grantee was informed on that a revised FSR must be submitted updating the recipient share of net outlays in
order to meet the matching requirements of the term of award.

O The grantee was informed on that the application indicated that program income would be earned and a revised
FSR using the SF 269 Long Form must be submitted to address program income.

O The grantee was informed on that the federal share of net outlays may not exceed the total federal funds
authorized and a revised FSR must be submitted.

O The FSR indicated an indirect expense when no indirect expenses are allowable, or the indirect expenses exceed the

cap of those allowable for this award. The grantee was informed on that a revised FSR must be submitted,
The above issues have been resolved.
FSR Coordinator 2'_\_)17:""ﬁ'\ e Date | 9" l_lﬂl oy
=L SN

Iiyﬁle following possible concerms should be addressed by the grants management specialist assigned to this award:
O The grant is not covered by expanded authorities, however the remarks section of this FSR indicates that the grantee
intends to carryover the inobligated balance.
O Verify that the previously reported amounts indicated on this FSR match the prior year FSR. Corrective measures may

d 1o be taken. :
% percent unobligated balance is over 25%. An explanation must be submitted if it has not already been received. of~
The GMS specialist should check the unobligated balance against the estimated unobligated balance submitted in the
| current non-competing ?Bizcation. 1f the balance is significantly higher than estimated, clarification from the grantee

| must be submitted.
|

The above issues havebeen resolyed. _
| Specialist - M—f‘f - 4‘74@1’/) - Date __f,fA}_{E‘/&QO_ % E

NOTE: Any revised FSRs receired by the Specialist should be given to the FSR Coordinator to ensure that the FSR database remnins
d correet. All versions of the FSR and any correspondence between AHRQ and the grantee regarding this FSR are atiached

ENEEFR@“-'f?élm[&;'?;ﬁ:@x\w%—cwc—S'ﬁm o B




FINANCIAL STATUS REPORT
(Long Form)
{Follow instructions on the back)

24285

E.U\J I l':,ll\l

S8 _Aviniue\

—~\2| l'..p'D% FSie _Dcdqa\vo‘%

266-104

Standard Form 289 (Rev. 7-87)

Prescribed by OMB Circulars A-102 and A-110

200-488 P.0O. 138 (Face)

R Reconcd Wwaon e oX

~SPh

1. Federal Agency and Organizational Element 2. Federal Grant or Other identifying Number Assigned OMB Approval |Page of
to Which Report is Submittad By Federal Agency No.
AHRQ 1 R18 HS017045 03480039 | | e
3. Recipient Crganization (Name and complete addness, including ZIP code)
Harvard Pilgrim Health Care, Inc., 33 Worcester Street, Wellesley, MA 02481
4, Employer Identification Number 5. Recipient Account Number or Identifying Number |6. Final Report sis
1042452600A1 AHO000306 O Yes Klto cash [ Accrual
8. Funding/Grant Pericd (See instructions) 9. Period Coverad by this Report
From: (Month, Day, Year) To: (Month, Day, Year) From: (Month, Day, Year) Teo: {(Month, Day, Year)
09/30/2007 09/30/2009 09/30/2007 09/30/2008
10. Transactions: | 1 mn
Previously Reported This Perlod Cumulative
Total outlays
* $0.00 $190,541.60 $190,541.60
b. Refunds, rebates, etc,
c. Program income used in accordancs with the deduction altemnative
d  Netoutlays (Line &, Jess the sum of fines b and ¢) $0.00 $190,541.60 $190,541.60
Reclplent's share of net outlays, conslsting of:
e,  Third party {in-kind) contributions
f.  Other Federal awards authorized to be used to match this award
g Program income used in accordance with the matching or cost
sharing atemative
h. All gther recipient outlays not shown on linas e, forg
i Total recipient share of net outlays (Sum of fines e, 1, g and h)
J. Federal share of net outlays (fine d less fine [) $190.541.60
k. Total unliquidated obligations. $156,486 42
|.  Recipient's share of uniiquidated obligations
DuNo oD $0.00
m. Federal share of unliquidated obligations
0 \ Wy oudalrSt = M4, BDS i
n. Total Federal share (sum of lines | and m) N — -
kel et -| W4, TOR BT | il
. Total Federal funds authorized for this funding perlod 2
o. To s @l r g pe 5\‘; $499,809.00 =i
. Unabil bala of Federal funds (L inus line
p. igated balance B (Line o minus ling n) $152,780.98
Program Income, consisting of:
q. Disbursed program Income shown on lines ¢ and/or g abave
r. Disbursed program income using the addition altemative
8. Undisburead program incoms
t  Total program income realized (Sum of lines q, r and )
a  Typeof Rate (Place "X in appropriate box)
11. Indi 1 Provislonal ‘Prﬂdﬂhrminod O Final 0 Fixed
Expense b. Rats | c Base h d. Total Amount e. Federal Share
|(b)(4) | $58,452.32 $58,452.32
12. Remarks: Aftach any explanations deemed nacassary or information required by Federal sponsoring agency in compliance with
goveming legislation,
We request carry-forward in the amount of $152,780.98 from Year 1 to Year 2
13, Cerification: | certify to the bast of my knowledge and bellef that this report is correct and complete and that all outiays and
unliguldaled obligations are for the 8% set forth In the award documents.
Typed or Printed Name and Titie Telephone {Area code, number and extension)
John Eldh, Grants Aceounmnt (617) 509-3315
Signature of W Date Reporl Sub
M 2liz /o
Fruvln ition Usable



Harvard Pilgrim
Health Care

=

12 December 2008

Carol Harris

AHRQ

OPART/GM

540 Gaither Road
Rockville, MD 20850

Re:  Interim FSR for IR18HS017045-01, “Electronic Support for Public Health -
Vaccine Adverse Event Reporting System (ESP:VAERS)”; Lazarus (HPHC PI)

Dear Carol,

Enclosed, please find the interim financial status report for the above-referenced project,

covering expenditures during the first budget period (09.30.2007-09.29.2008). We are
requesting carry forward of $152,780.98 into the current budget period.

Feel free to call me at 617.509.9933 or e-mail me at nicholas_mulherin@hphc.org if you
have any questions.

Best regards,

Nick Mulherin
Grants Manager

Enclosure [1}]

Harvard Pilgrim Health Care

Office of Sponsored Programs

133 Brookline Avenue, 5th Floor

Boston, MA 02215

Telephone (617) 509-9843 * Fax (617) 509-9859



FSR - Reminder Letter Page 1 of 1

Cochran, Sherry (AHRQ/OPART/GM)

From: GFSR@ahrg.hhs.gov

Sent:  Saturday, November 29, 2008 3:30 PM

To: Research_Admin@hphc.org

Cc: ross.lazarus@channing.harvard.edu

Subject: Reminder of Financial Status Report (FSR) Requirement: R18 HS17045-01

Business Official:

The above referenced grant budget period ended on 09/28/2008. In accordance with 45 CFR 74.52 and terms and conditions of
the award, the grantee is required to submit an annual Financial Status Report (SF269) within 90 days of the end of the budget
period.

This is a reminder that the SF2689 is due for this grant on 12/28/2008.

however, SF269A (the "short" form) may be filed if the grantee has no program income to report:
http://grants.nih.gov/grants/fsr_sf269a_short.pdf,

A hard copy of the annual FSR must be submitted to the attention of the grants management specialist named on the Notice of
Grant Award. AHRQ is NOT currently able to accept FSRs electronically via the NIH Commons. Please note that for grants
including restricted funds the grantee should state the status of the restricted funds in the "Remarks" section of the FSR (total
restricted, total spent in accordance with the restriction, total unexpended restricted funds). Also, for grants under expanded
authorities, the "Remarks" section must indicate whether or not non-restricted unobligated funds are being carried forward under
expanded authorities (EA) to the next budget period (restricted funds may not be carried forward under EA).

Cc: Ross Lazarus

12/2/2008
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Cochran, Sherry (AHRQ/OPART/GM)

From: GFSR@ahrg.hhs.gov

Sent:  Thursday, October 30, 2008 4:15 PM

To: Research_Admin@hphc.org

Cc: ross.lazarus@channing.harvard.edu

Subject: Reminder of Financial Status Report (FSR) Requirement: R18 HS17045-01

Business Official:

The above referenced grant budget period ended on 09/29/2008. In accordance with 45 CFR 74.52 and terms and conditions of
the award, the grantee is required to submit an annual Financial Status Report (SF269) within 90 days of the end of the budget
period.

This is a reminder that the SF269 is due for this grant on 12/28/2008.

Forms are available on-line. The preferred form is SF269 (the "long" form): hitp://grants.nih.gov/grants/fsr_sf269_long.pdf;
however, SF269A (the "short" form) may be filed if the grantee has no program income to report:

http://grants.nih.gov/grants/fsr_sf269a_short.pdf.

A hard copy of the annual FSR must be submitted to the attention of the grants management specialist named on the Notice of
Grant Award. AHRQ is NOT currently able to accept FSRs electronically via the NIH Commons. Please note that for grants
including restricted funds the grantee should state the status of the restricted funds in the "Remarks" section of the FSR (total
restricted, total spent in accordance with the restriction, total unexpended restricted funds). Also, for grants under expanded
authorities, the "Remarks" section must indicate whether or not non-restricted unobligated funds are being carried forward under
expanded authorities (EA) to the next budget period (restricted funds may not be carried forward under EA).

Cc: Ross Lazarus

11/10/2008



FSR - Reminder Letter Page 1 of 1

Cochran, Sherry (AHRQ/OPART/GM)

From: GFSR@ahrg.hhs.gov

Sent: Tuesday, September 30, 2008 3:05 PM

To: Research_Admin@hphc.org

Cc: ross.lazarus@channing.harvard.edu

Subject: Reminder of Financial Status Report (FSR) Requirement: R18 H517045-01

Business Official:

The above referenced grant budget period ended on 09/29/2008. In accordance with 45 CFR 74.52 and terms and conditions of
the award, the grantee is required to submit an annual Financial Status Report (SF269) within 90 days of the end of the budget
period.

This is a reminder that the SF269 is due for this grant on 12/28/2008.

Forms are available on-line. The preferred form is SF269 (the "long” form): http:/grants.nih.gov/grants/fsr_sf269_long.pdf;
however, SF269A (the "short" form) may be filed if the grantee has no program income to report:

http://grants.nih.gov/grantsifsr_sf269a_short.pdf.

A hard copy of the annual FSR must be submitted to the attention of the grants management specialist named on the Notice of
Grant Award. AHRQ is NOT currently able to accept FSRs electronically via the NIH Commons. Please note that for grants
including restricted funds the grantee should state the status of the restricted funds in the "Remarks" section of the FSR (total
restricted, total spent in accordance with the restriction, total unexpended restricted funds). Also, for grants under expanded
authorities, the "Remarks" section must indicate whether or not non-restricted unobligated funds are being carried forward under
expanded authorities (EA) to the next budget period (restricted funds may not be carried ferward under EA).

Cc: Ross Lazarus

10/29/2008
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NOTICE OF AWARD
RESEARCH Issue Date: 09/30/2009
Department of Health and Human Services
AGENCY FOR HEALTHCARE RESEARCH AND QUALITY

AHRQ

Grant Number: 5R18HS017045-02 REVISED

Principal Investigator:
ROSS LAZARUS, MBBS

Project Title: Electronic Support for Public Health - Vaccine Adverse Event Reporting System (ES

BARBARA RICHARD

Director, Office of Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Ave

6th Floor

Boston, MA 02215

Award e-mailed to: research_admin@harvardpilgrim.org

Budget Period: 09/30/2008 - 09/29/2010
Project Period: 08/30/2007 - 09/28/2010

Dear Business Official:

The Agency for Healthcare Research and Quality hereby revises this award (see "Award
Calculation” in Section | and “Terms and Conditions” in Section lil) to HARVARD PILGRIM
HEALTH CARE in support of the above referenced project. This award is pursuant to the authority
of 42 USC 299a 42 CFR 67, PL 101-239 and is subject to the requirements of this statute and
regulation and of other referenced, incorporated or attached terms and conditions.

Acceptance of this award, including the “Terms and Conditions,” is acknowledged by the grantee
when funds are drawn down or otherwise obtained from the grant payment system.

All investigators and directors of research projects supported by grants from the Agency for
Healthcare Research and Quality are expected to make their research results promptly and widely
available to the health professions, public administrators, and the scientific community.

All published reports, both formal and informal, should acknowledge grant support with the
following footnote: "This project was supported by grant number R18HS017045 from the Agency
for Healthcare Research and Quality. The content is solely the responsibility of the authors and
does not necessarily represent the official views of the Agency for Heaithcare

Research and Quality." When a manuscript resulting from this grant is accepted for publication, the
principal investigator must promptly notify the project officer of its acceptance and the date it is
scheduled to be published.

Award recipients are also responsible for reporting inventions derived or reduced to practice in the
performance of work under this grant. For additional information, please visit

hitp:/iwww.iedison.gov.

If you have any questions about this award, please contact the individual(s) referenced in Section

Sincerely,

“yYlieh e Buntr

Michelle Burr

Grants Management Officer

AGENCY FOR HEALTHCARE RESEARCH AND QUALITY

Additional information follows
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SECTION | - AWARD DATA - 5R18HS017045-02 REVISED

Award Cajculation (U.S, Dollars)

Salaries and Wages (b)(4);
Fringe Benefits (b)(6)
Personnel Costs (Subtotal)
Supplies $401
Travel Costs $2.090
Consortium/Contractual Cost (b)(4)
Federal Direct Costs (b)(4)
Federal F&A Costs
Approved Budget $499 405
Federal Share $499,405
TOTAL FEDERAL AWARD AMOUNT $499,405
AMOUNT OF THIS ACTION (FEDERAL SHARE) $0
Fiscal Information;
CFDA Number: 93.226
EIN: 1042452600A1
Document Number: RHSD017045A
Fiscal Year: 2008

ic CAN 2008 |
HS K72PS53 499 405
AHRQ Administrative Data:

PCC: CP3/0C: 4145

SECTION Il - PAYMENT/HOTLINE INFORMATION - 5R18HS017045-02 REVISED

For payment and HHS Office of Inspector General Hotline information, see the AHRQ Home Page
at http:/Awww.ahrg.govifund/awrdrsre.htm.

SECTION lIl - TERMS AND CONDITIONS - 5R18HS017045-02 REVISED

This award is based on the application submitted to, and as approved by, AHRQ on the above-titied
project and is subject to the terms and conditions incorporated either directly or by reference in the
following: (see AHRQ Home Page at hitp://iwww.ahrg.gov for certain references cited below)

a.
b.

c.
d.

™o

The grant program legislation and program regulation cited in this Notice of Grant Award,
The restrictions on the expenditure of federal funds in appropriations acts to the extent
those restrictions are pertinent to the award.

45 CFR Part 74 or 45 CFR Part 92 as applicable.

The HHS Grants Policy Statement, including addenda, in effect as of the beginning of the
budget period. NOTE: For budget periods beginning before October 1, 2008, the PHS
Grants Policy Statement (last revised 4/94) remains applicable in accordance with the
original award for that budget period.

Standard terms and conditions can be found at http:/Awww.ahrg.gov/fund/awrdrsre.htm.

Additional terms and conditions:

AHRQ POLICY REGARDING PRE-AWARD COSTS

The following applies to all AHRQ awards except for NRSA Fellowship Awards (F31 or F32) and
AHRQ Dissertation (R36) awards, which do not allow pre-award costs:

Page 2 of 6



Unless otherwise indicated by term of award, the grantee may, at its own risk, incur obligations and
expenditures to cover project-related costs prior to the effective date of an award provided the

following criteria are met:

1. The costs incurred are considered reasonable, allocable, and necessary to the conduct
of the project.

Z The costs are allowable under the potential award.

3. When required for specific expenditures or activities, AHRQ prior approval was obtained.

For new and competing continuation awards, the costs must be incurred within 90 days prior to the
effective date of the award, otherwise AHRQ prior approval is required.

In allowing the applicant/grantee this flexibility, AHRQ expects the applicant/grantee to be fully
aware that such borrowing against future year support must not impair its ability to accomplish the
project objectives within the approved timeframe or in any way adversely affect the conduct of the
project. Additionally, the incurrence of costs prior to the award of a grant imposes no obligation on
the Federal Government to either make the award or increase the amount of the approved budget.

Treatment of Program Income:
Additional Costs

SECTION IV~ AHRQ Special Terms and Condition — 5R18HS017045-02 REVISED

In accordance with the grantee?s correspondence dated August 26, 2009, this revised award
extends the budget and project period through September 29, 2010, without additional funds. The
grantee institution is responsible for ensuring that all necessary human subject reviews are
performed as required during this extended period.

Although the end date of this project has been extended, 45 CFR 74.52 requires the submission of
an annual progress report and an annual Financial Status Report (FSR) (SF269). Therefore, an
interim progress report reflecting progress through September 29, 2009 and an interim FSR
reflecting budget expenditures through September 29, 2009 must be submitted to the Grants
Management Specialist named on this Notice of Award no later than 90 days from this date.

ek

THE FOLLOWING TERMS OF AWARD FROM THE PREVIOUS NOTICE OF AWARD ISSUED
ON 9/17/2008 ALSO APPLY TO THIS AWARD:

This grant is included under expanded authorities.

ek

This award is subject to the requirements of Section 1086 (g) of the Trafficking Victims Protection
Act of 2000, as amended (22 U.S.C. 7104). For the full text of the award term, goto
http:/iwww.ahrq.gov/fund/rafficking.htm.

dededok

As proposed in the application, the Principal Investigator, Dr. Ross Lazarus, will devote 20% effort
to this grant. Any reduction in this level of effort requires the prior written approval of AHRQ.

ek

The grantee is required to participate in an annual patient safety and health IT conference
sponsored or supported by AHRQ. The date and location of the conference will be communicated
to the grantee after grant award. The Principal Investigator and at least one program staff member
from the project are required to attend the annual conference.
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dedekdk

Awardees are required to fully cooperate with AHRQ contractors in promoting the Agency?s patient
safety and health IT initiative activities.

ek

AHRQ strongly encourages grantees to submit quarterly reports on project status, lessons learned,
and challenges encountered. This will support AHRQ?s mission and enable AHRQ to tailor its
interactions with grantees to be most supportive of the individual projects in the Health IT portolio.
These reports will be submitted electronically to the AHRQ National Resource Center for Health IT,
the AHRQ coordination center for the HIT program.

dedrieik

This award represents the final year of the competitive segment for this grant.
AHRQ policy requires submission of the following final reports within 90 days after the grant?s final

budget period expires:

FINAL FINANCIAL STATUS REPORT

The final Financial Status Report submitted to this office must agree with the final expenditures
reported on the PMS 272 to the Payment Management System. Use Standard Form 269. It is
available online at: http://grants1.nih.gov/grantsi/fer_sf268_long.pdf

FINAL INVENTION STATEMENT AND CERTIFICATION

This statement shall include all inventions which were conceived or put into practice during the
entire project period. Use Form HHS 568. It is available online at:
http://grants.nih.gov/grants/hhs568. pdf

FINAL PROGRESS REPORT

The Final Progress Report is needed to describe the results of the research funded by the Agency.
It will be made available to the public, and, therefore, should not include any copyrighted, private, or
proprietary information.

The Final Progress Report is subject to a 20 page limit (minimum of 4 pages). Reports exceeding
20 pages will not be accepted. The report format should include the following seven (7) labeled

elements:

1. TITLE PAGE (Title, Principal Investigator and Team Members, Organization, Inclusive
Dates of the Project, Federal Project Officer, Acknowledgment of Agency Support, and Grant
Number)

2. STRUCTURED ABSTRACT (200 words maximum). Include five headings: Purpose,
Scope, Methods, Results, and Key Words

3. PURPOSE (Objectives of the study)

4. SCOPE (Background, Context, Settings, Participants, Incidence, Prevalence)

5. METHODS (Study Design, Data Sources/Collection, Interventions, Measures, Limitations)
6. RESULTS (Principal Findings, Outcomes, Discussion, Conclusions, Significance,
Implications)

7. LIST OF PUBLICATIONS and PRODUCTS (Bibliography of Outputs from the study.
Follow the AHRQ Citation Style Format at: http:/Aww.ahrg.gov/fund/refstyle.htm

The AHRQ Grant Final Report Template is available online at
hitp:/Aww.ahrg.govifund/reptemp.htm

Please note that AHRQ?s Policy on the Inclusion of Priority Populations in Research
(http://grants.nih.gov/grants/guide/notice-files/NOT-HS-03-010.htmi), indicates that AHRQ will
monitor the implementation of the policy during the development, review, award, and conduct of
research, To facilitate this monitoring, grantees whose projects were funded based on a competing
application submitted on or after the Cctober 1, 2003, application receipt date are required to
include in the final report a report of progress related to the inclusion of AHRQ priority populations.
Additional details can be found on the AHRQ Grant Final Report Template.
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If this project includes a Minority Supplement, the Final Progress Report must include, within the
20-page limit, a distinctly identified Final Progress Report for the Minority Supplement project.

For further details on the requirements of the Final Progress Report, contact your project officer.

If you have copies of publications (not previously submitted) that resulted from the grant project,
submit these under separate cover directly to the project officer of your grant; do not include them
as part of the Final Progress Report.

SUBMISSION REQUIREMENTS
The Final Progress Report should be submitted as electronic file attachments to e mail at:
grantfpr@ahrq.gov. Acceptable formats are Word, WordPerfect, or ASCII format. PDF files are not

acceptable.

The Final Financial Status Report and the Fina! Invention Statement should be submitted to:

Agency for Healthcare Research and Quality
Grants Management/OPART

540 Gaither Road

Rockville, MD 20850

FAILURE TO COMPLY

Failure to submit the required reports in a timely manner may result in the imposition of a special
award provision or the withholding of funding of other eligible projects or activities involving the
grantee organization or the principal investigator.

Wi

None of the funds in this award shall be used to pay the salary of an individual at a rate in excess of
executive level | of the Federal Executive pay scale (currently at a level of $191,300).

ek

The grantee institution has been identified as a non-profit organization and as such is subject to
OMB Circular A-122 ?Cost Principles for Non-Profit Organizations?
(http:/Avww.whitehouse.gov/omb/circulars/a122/a122_2004.html). If the grantee believes this
designation is incorrect, contact the grants management specialist named on the Notice of Award
immediately. NOTE: A subawardee or contractor under this grant is subject to the cost principles
applicable to its type of organization.

drdededr

Recipients of Federal funds are subject to annual audit requirements as specified in OMB Circular
A-133 (http:/Awww.whitehouse.gov/omb/circulars/a133/a133.html). Grantees should refer to the
above Circular for the current annual Federal fund expenditure threshold level which requires audit.
Note that for-profit organizations and foreign entities have the option of conducting a Single Audit
(using OMB Circular A-133) or a program-specific audit as provided in 45 CFR 74.26
(http://a257.g.akamaitech.net/7/257/2422/056dec20031700/edocket.access.gpo.gov/cfr_2003/octqgtr/
pdf/45cifr74.26.pdf).

Fkkk

No individual may be committed to more than 100% professional time and effort. In the event that
an individual?s commitment exceeds 100%, the grantee must make adjustments to reduce effort.
For AHRQ-sponsored projects, significant reductions in effort (i.e., in excess of 25% of the originally
proposed level of effort) for the Principal Investigator and key personnel named on this Notice of
Award must receive prior written approval from AHRQ,
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STAFF CONTACTS

The Grants Management Specialist is responsible for the negotiation, award and administration of
this project and for interpretation of Grants Administration policies and provisions. The Program
Official is responsible for the scientific, programmatic and technical aspects of this project. These
individuals work together in overall project administration. Prior approval requests (signed by an
Authorized Organizational Representative) should be submitied in writing to the Grants
Management Specialist. Requests may be submitted via e-mail or may be mailed to:

AHRQ

OPART / Grants Management
540 Gaither Road

Rockville, MD 20850

Grants Management Specialist: CAROL HARRIS

Email: carol.harris@ahrg.hhs.gov Phone: (301) 427-1448 Fax: (301) 427-1462
Program Official: STEVE BERNSTEIN

Email: sbernste@ahrg.gov Phone: (301) 427-1581 Fax: (301) 427-1595
SPREADSHEET SUMMARY

GRANT NUMBER: 5R18HS017045-02 REVISED

INSTITUTION: HARVARD PILGRIM HEALTH CARE

| Budget Year 2
Salaries and Wages (b)(4);

Fringe Benefits (b)(6)

Personnel Costs (Subtotal)

Supplies 401

Travel Costs 2,090
Consortium/Contractual Cost (b)(4)

TOTAL FEDERAL DC

[TOTAL FEDERAL F&A

OTAL COST 99,405
Facilities and Adminisirative Costs Year 2
F&A Cost Rate 1 (b)(4)
F&A Cost Base 1
F&A Costs 1
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Alvarado, Barbara (AHRQ/IOD)

From: Alvarado, Barbara (AHRQ/IOD)

Sent:  Tuesday, September 22, 2009 3:59 PM

To: 'Nicholas_Mulherin@harvardpilgrim.org’

Subject: RE: FW: 5R18HS0127045-02 No Cost Extension Request

This request has been processed and is awaiting GMO approval, however with the end of the fiscal year upon us we are
working diligently to get all NCE processed and approved as quickly as possible. Your patience and understanding is
greatly appreciated, you should receive the NOA by next week.

Respectfully,

Barbara Alvarado
Grants Management

A /(
gency for Healthcare Research and Quailty (AHRQ) [f
J ,

Office of Performance, Accountability, Resources, and Technology (OPART)
540 Gaither Road, Suite 4210

Rockville, MD 20850

Phone: 301-427-1459

Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:Nicholas_Mulherin@harvardpilgrim.org]
Sent: Tuesday, September 22, 2009 3:51 PM

To: Alvarado, Barbara (AHRQ/IOD)

Subject: Re: FW: 5R18HS0127045-02 No Cost Extension Request

Dear Ms. Alvarado,

| was wondering if you could let me know when HPHC could expect the NOA for the NCE for this project. Anything you
can let me know would be great.

thank you,
Nick

Nicholas Mulherin/CORP/HPHC wrote on 09/03/2009 10:22:34 AM:

Good morning. Yes — Barbara Richard is the authorized institutional
official. Please feel free to let me know if you need anything else.

thanks,
Nick

"Alvarado, Barbara (AHRQ/IOD)" <Barbara.Alvarado@AHRQ.hhs.gov> wrote
on 09/03/2009 10:18:06 AM:

Mr. Mulherin,

Thank you for your email to Ms. Harris advising us of your intension
to extend Grant Number 5 R18 HS 017045-02 for 12 months (September
29, 2010). This notification or request must be endorsed by an
authorized institutional official (are you authorized) or is Ross
Lazarus or Barbara Richard’s an authorized institutional official?

Respectfully,
Barbara Alvarado
Grants Management

Agency for Healthcare Research and Quality (AHRQ)

9/22/2009

V VVVV VYV VYV YV VYV VVYVY VYV VYV VYV VY

VVVVVVVVYVVYVY



VVVVVYVVVVYVVYVVYVYVYYVYYYVYYVYVVYVYVYVYVYVYYVYVYYYVYVYVYYYVYVVYYVYYVYVYY VY VYVVYYVYYVY VYV VY VY VY VLV Y
VVVVVVYVVVVVVVVYYVYVYVYVVVYVVVYVVVVVVYVVYVYVVYVYVVYYVVYVVYYVYVVYVYYVYVYVYYYVYVYVYYVYVYYVVYY VYV VYV

Page 2 of 5

Office of Performance, A. untability, Resources, and Tecl slogy (OPART)
540 Gaither Road, Suite 4210

Rockville, MD 20850

Phone: 301-427-1459

Fax: 301-427-14862

From: Burry, Michelle (AHRQ)

Sent: Wednesday, August 26, 2009 3:27 PM

To: Alvarado, Barbara (AHRQ/IOD)

Subject: FW: 5R1BHS0127045-02 No Cost Extension Request

Hello, Barbara. Please process the attached no cost extension under
expanded authorities. Please use the information in the attached
letter as well as the information in the attached e-mail exchange
between Carol and the grantee confirming that the extension is being
done under expanded authorities. Maintain all of this documentation
in the file and note it on the green sheet.

Thanks!
Michelle

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:12 PM

To: Burr, Michelle (AHRQ)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request
Actually, the notification is attached. Sorry about that!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448

Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:
Nicholas_Mulherin@harvardpilgrim.org]

Sent: Wednesday, August 26, 2009 2:23 PM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: S5R18HS0127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for

a one-year no cost extension on S5R18HS0127045-02, "Electronic

Support for Public Health - Vaccine Adverse Event Reporting System
(ESP:VAERS) ." Please let me know if you need any additional information.

thank you,
Nick Mulherin

Nick Mulherin

9/22/2009
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Grants Manager, Sponsore. rograms
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphc.org

The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee (g) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received this email in error, please notify the
sender by reply and delete the message without saving, copying or
disclosing it. Thank you. [attachment "SR18HS017045-02 No Cost
Extension Request.pdf" deleted by Nicholas Mulherin/CORP/HPHC]
————— Message from "Harris, Carol A. (AHRQ)" <Carol.Harris@ahrg.hhs.
gov> on Wed, 26 Aug 2009 15:11:26 -0400 ~-----

To:

"Burrx, Michelle (BHRQ)" <Michelle.Burr@ahrg.hhs.gov>
Subject:

FW: 5R18HS0127045-02 No Cost Extension Request

Below is a no cost extension under expanded authorities that needs
rocessing.

Thanks !

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448

Fax: 301-427-1462

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:11 PM

To: 'Nicholas Mulherin@harvardpilgrim.org'

Cc: Julie_Dunn@harvardpilgrim.org

Subject: RE: 5R18HS0127045-02 No Cost Extension Request

Thank you, Nick! You are correct that AHRQ grantees are not able to
process no cost extensions through the Commons, and a formal
“notification” to AHRQ is the appropriate route to take. A revised
Notice of Award will be issued to extend the budget periocd.

Have a great day!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

9/22/2009
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Rockville, MD 20850
Phone: 301-427-1448
Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:
Nicholas_Mulherin@harvardpilgrim.org]

Sent: Wednesday, August 26, 2009 2:31 PM

To: Harris, Carcl A. (AHRQ)

Cc: Julie Dunn@harvardpilgrim.org

Subject: RE: S5R1B8HS0127045-02 No Cost Extension Request

Yes, that is correct. I checked the eRA Commons, but there was no
link available for setting up the NCE (as there would be for an NIH
award), so I figured a formal letter would be the best way to proceed.

thanks,
Nick

"Harris, Carol A. (AHRQ)"' <Carol.Harris®@ahrg.hhs.gov> wrote on
08/26/2009 02:27:32 PM:

Are you requesting the no cost extension under the auspices of
expanded authorities?

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448

Fax: 301-427-1462

From: Nicholas_Mulherineharvardpilgrim.org [mailto:
Nicholas_Mulherin@harvardpilgrim.org]

Sent: Wednesday, August 26, 2009 2:23 PM

To: Harris, Carcl A. (AHRQ)

Cc: Julie Dunn@harvardpilgrim.org

Subject: SR18HS0127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for

a one-year no cost extension on SR18HS0127045-02, "Electronic

Support for Public Health - Vaccine Adverse Event Reporting System
(ESP:VAERS) ." Please let me know if you need any additional information.

thank you,
Nick Mulherin

Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.5085.9859
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nicholas mulherin@hphe. .g
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The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee(g) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received this email in error, please notify the
sender by reply and delete the message without saving, copying or
disclosing it. Thank you.
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The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee(s) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received this email in error, please notify the
sender by reply and delete the message without saving, copying or
disclosing it. Thank you.
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The information contained in this email message and any attachments may be privileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

9/22/2009
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Alvarado, Barbara (AHRQ/IOD)

From: Nicholas_Mulherin@harvardpilgrim.org

Sent:  Thursday, September 03, 2009 10:23 AM

To: Alvarado, Barbara (AHRQ/IOD)

Subject: Re: FW: 5R18HS0127045-02 No Cost Extension Request

Good morning. Yes — Barbara Richard is the authorized institutional official. Please feel free to let me know if you need anything
else.

thanks,
Nick

"Alvarado, Barbara (AHRQ/IOD)" <Barbara.Alvarado@AHRQ.hhs.gov> wrote on 09/03/2009 10:18:06 AM:

VVVVVVYYVYVYYVVYVYVVVYVVYVYVVYYVYVVYYVYVYVYYVYVVYYVYYVYYVYYYVYVYYVY VYV VY

Mr. Mulherin,

Thank you for your email to Ms. Harris advising us of your intension
to extend Grant Number 5 R18 HS 017045-02 for 12 monthes (September
29, 2010). This notification or request must be endorsed by an
authorized institutional official (are you authorized) or is Ross
Lazarus or Barbara Richard’s an authorized institutional official?

Respectfully,

Barbara Alvarado

Grants Management

Agency for Healthcare Research and Quality (AHRQ)

Office of Performance, Accountability, Resources, and Technology (OPART)
540 Gaither Road, Suite 4210

Rockville, MD 20850

Phone: 301-427-1459

Fax: 301-427-1462

From: Burr, Michelle (AHRQ)

Sent: Wednesday, August 26, 2009 3:27 PM

To: Alvarado, Barbara (AHRQ/IOD)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Hello, Barbara. Please process the attached no cost extension under
expanded authorities. Please use the information in the attached
letter as well as the information in the attached e-mail exchange
between Carocl and the grantee confirming that the extension is being
done under expanded authorities. Maintain all of this documentation
in the file and note it on the green sheet.

Thanks !
Michelle

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:12 PM

To: Burr, Michelle (AHRQ)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request
Actually, the notification is attached. Sorry about that!

9/3/2009
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Carcl A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448

Fax: 301-427-1462

From: Nicholas Mulherin@harvardpilgrim.org [mailto:
Nichelas Mulherine@harvardpilgrim.org]

Sent: Wednesday, August 26, 2009 2:23 PM

To: Harris, Carol A. (RAHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: 5R18HS0127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for

a one-year no cost extension on 5R18HS0127045-02, "Electronic

Support for Public Health - Vaccine Adverse Event Reporting System
(ESP:VAERS) ." Please let me know if you need any additional information.

thank you,
Nick Mulherin

Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphc.org

The informaticn contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee(s) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received this email in error, please notify the
sender by reply and delete the message without saving, copying or
disclosing it. Thank you. [attachment "SR18HS017045-02 No Cost
Extension Request.pdf" deleted by Nicholas Mulherin/CORP/HPHC]
----- Message from "Harris, Carol A. (AHRQ)" <Carol.Harris@ahrqg.hhs.
gov> on Wed, 26 Aug 2009 15:11:26 -0400 -----

To:
"Burr, Michelle (AHRQ)" <Michelle.Burr@ahrg.hhs.govs>
Subject:

FW: 5R18HS0127045-02 No Cost Extension Request

9/3/2009
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Below is a no cost extension unuer expanded authorities that neeus processing.

Thanks!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road
Room 4208

Rockville, MD 20850
Phone: 301-427-1448
Fax: 301-427-1462

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:11 PM

To: 'Nicholas Mulherin@harvardpilgrim.org'

Cc: Julie Dunn@harvardpilgrim.org

Subject: RE: S5R18HS0127045-02 No Cost Extension Reguest

Thank you, Nick! You are correct that AHRQ grantees are not able to
process no cost extensions through the Commons, and a formal
*notification” to AHRQ is the appropriate route to take. A revised
Notice of Award will be issued to extend the budget period.

Have a great day!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850 \\
Phone: 301-427-1448

Fax: 301-427-1462 ng?

Sent: Wednesday, August 26, 2009 2:31 PM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: RE: 5R18HS0127045-02 No Cost Extension Request

From: Nicholas_Mulherin@harvardpilgrim.org [mailto: \&£)[§£Jb3<
Nicholas_Mulherin@harvardpilgrim.org] E>9}‘\QL

Yes, that is correct. I checked the eRA Commons, but there was no
link available for setting up the NCE (as there would be for an NIH
award), so I figured a formal letter would be the best way to proceed.

thanks,
Nick

J'Harris, Caxol A. (AHRQ)" <Carol.Harris@ahrg.hhs.gov> wrote on

08/26/2009 02:27:32 PM:

> Are you requesting the no cost extension under the auspices of
‘éxpanded atthorities?

Agency for Healthcare Research and Quality

=

>

> Carol A. Harris

=

> Office of Performance, Accountability, Resources, and Technology (QPART)

9/3/2009
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Grants Management
540 Gaither Road
Room 4208

Rockville, MD 20850
Phone: 301-427-1448
Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:
Nicholas_Mulherine@harvardpilgrim.org]

Sent: Wednesday, August 26, 2009 2:23 DPM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: 5R18HS0127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for

a one-year no cost extension on 5R18HS0127045-02, "Electronic

Support for Public Health - Vaccine Adverse Event Reporting System
(ESP:VAERS) ." Please let me know if you need any additional information.

thank you,
Nick Mulherin

Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphc.org

The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee (s) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received this email in error, please notify the
sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee (s) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received this email in error, please notify the
sender by reply and delete the message without saving, copying or
discloging it. Thank you.

The information contained in this email message and any attachments may be privileged and/or confidential. It is for

9/3/2009
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intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

9/3/2009
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Alvarado, Barbara (AHRQ/IOD)

From: Alvarado, Barbara (AHRQ/IOD)

Sent: Thursday, September 03, 2009 10:18 AM

To: 'nicholas_mulherin@hphc.org'

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Aftachments: S5SR18HS017045-02 No Cost Extension Request.pdf: FW: 5R18HS0127045-02 No Cost Extension Request

Mr. Mulherin,

Thank you for your email to Ms. Harris advising us of your intension to extend Grant Number 5 R18 HS
017045-02 for 12 months (September 29, 2010). This notification or request must be endorsed by an
authorized institutional official (are you authorized) or is Ross Lazarus or Barbara Richard's an
authorized institutional official?

Respecifully,

Barbara Alvarado

Grants Management

Agency for Healthcare Research and Quality (AHRQ)

Office of Performance, Accountability, Resources, and Technology (OPART)
540 Gaither Road, Suite 4210

Rockville, MD 20850

Phone: 301-427-1459

Fax: 301-427-1462

From: Burr, Michelle (AHRQ)

Sent: Wednesday, August 26, 2009 3:27 PM

To: Alvarado, Barbara (AHRQ/IOD)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Hello, Barbara. Please process the attached no cost extension under expanded authorities. Please use the information in the
attached letter as well as the information in the attached e-mail exchange between Carol and the grantee confirming that the
extension is being done under expanded authorities. Maintain all of this documentation in the file and note it on the green sheet.

Thanks!
Michelle

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:12 PM

To: Burr, Michelle (AHRQ)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Actually, the notification is attached. Sorry about that!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

9/3/2009



Page 2 of 2

540 Gaither Road
Room 4208
Rockville, MD 20850

Phone: 301-427-1448
Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:Nicholas_Mulherin@harvardpilgrim.org]
Sent: Wednesday, August 26, 2009 2:23 PM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: 5R18HS0127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for a one-year no cost extension on 5R18HS0127045-02,
"Electronic Support for Public Health - Vaccine Adverse Event Reporting System (ESP:VAERS)." Please let me know if you need
any additional information.

thank you,
Nick Mulherin

Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphc.org

The information contained in this email message and any attachments may be privileged and/or confidential. It is for
intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review, disclosure,
reproduction, distribution or other use of this communication is strictly prohibited. If you received this email in error,
please notify the sender by reply and delete the message without saving, copying or disclosing it. Thank you.

9/3/2009
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Alvarado, Barbara (AHRQ/IOD)

From: Burr, Michelle (AHRQ)
Sent: Wednesday, August 26, 2009 3:27 PM
To: Alvarado, Barbara (AHRQ/IOD)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Attachments: SR18HS017045-02 No Cost Extension Request.pdf: FW: 5R18HS0127045-02 No Cost Extension
Request

Hello, Barbara. Please process the attached no cost extension under expanded authorities. Please use the information
in the attached letter as well as the information in the attached e-mail exchange between Carol and the grantee confirming
that the extension is being done under expanded authorities. Maintain all of this documentation in the file and note it on
the green sheet.

Thanks!
Michelle

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:12 PM

To: Burr, Michelle (AHRQ)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Actually, the notification is attached. Sorry about that!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448
Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:Nicholas_Mulherin@harvardpilgrim.org]
Sent: Wednesday, August 26, 2009 2:23 PM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: 5R18HS0127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for a one-year no cost extension on 5R18HS0127045-02,
"Electronic Support for Public Health - Vaccine Adverse Event Reporting System (ESP:VAERS)." Please let me know if
you need any additional information.

thank you,
Nick Mulherin

8/26/2009
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Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphc.org

The information contained in this email message and any attachments may be privileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

8/26/2009



s Harvard Medical Harvard Pilgrim
i} School Health Care

Deparnnent of Population Medicine

August 26, 2009

Carol Harris

Grants Management Specialist
AHRQ/OPART/GM

540 Gaither Road

Rockville, MD 20850

RE: 35 RI18 HS017045 , Electronic Support for Public Health - Vaccine Adverse Event
Reporting System (ESP:VAERS)

Dear Ms, Harris:
We seek approval for a one-year no cost extension for the above-referenced project.

Unanticipated technical issues resulted in substantial IT & programming delays, which have
been previously reported quarterly to AHRQ. However, the majority of these issues have been
resolved, and ESP:VAERS is currently on its way towards being implemented and tested in
collaboration with Atrius Health, the same multi-site, multi-specialty medical practice with over
600,000 patients where ESP is already deployed. We anticipate that ESP:VAERS will lead to
better measurement of the safety profile of vaccines, and improve available measures of the
quality and safety of existing and future vaccination programs in health care.

If you have any questions regarding this request, please contact Nick Mulherin, Grants Manager,
at 617.509.9933 or nicholas_mulherin@hphc.org.

Sincerely,

= A W%
Ross Lazarus Barbara Richard

ESP:VAERS Principal Investigator Director, Office of Sponsored Programs
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Alvarado, Barbara (AHRQ/IOD)

From: Harris, Carol A. (AHRQ)

Sent:  Wednesday, August 26, 2009 3:11 PM

To: Burr, Michelle {AHRQ)

Subject: FW: 5R18HS0127045-02 No Cost Extension Request

Below is a no cost extension under expanded authorities that needs processing.
Thanks!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MiD 20850

Phone: 301-427-1448
Fax: 301-427-1462

From: Harris, Carol A. (AHRQ)

Sent: Wednesday, August 26, 2009 3:11 PM

To: 'Nicholas_Mulherin@harvardpilgrim.org’

Cc: Julie_Dunn@harvardpilgrim.org

Subject: RE: 5R18HS0127045-02 No Cost Extension Request

Thank you, Nick! You are correct that AHRQ grantees are not able to process no cost extensions through the
Commons, and a formal “notification” to AHRQ is the appropriate route to take. A revised Notice of Award will
be issued to extend the budget period.

Have a great day!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448

Fax: 301-427-1462

From: Nicholas_Mulherin@harvardpilgrim.org [mailto:Nicholas_Mulherin@harvardpilgrim.org]
Sent: Wednesday, August 26, 2009 2:31 PM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: RE: 5SR18HS0127045-02 No Cost Extension Request

Yes, thatis correct. | checked the eRA Commons, but there was no link available for setting up the NCE (as there would
be for an NiH award), so | figured a formal letter would be the best way to proceed.

8/26/2009
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thanks,
Nick

"Harris, Carcl A. (RHRQ)" <Carol.Harris®ahrqg.hhs.gov> wrote on 08/26/2009 02:27:32 PM:

Are you requesting the no cost extension under the auspices cf
expanded authorities?

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4208

Rockville, MD 20850

Phone: 301-427-1448

Fax: 301-427-1462

From: Nicholas Mulherin@harvardpilgrim.org [mailto:
Nicholas_Mulherin@harvardpilgrim.org]

Sent: Wednesday, August 26, 2009 2:23 PM

To: Harris, Carol A. (AHRQ)

Cc: Julie_Dunn@harvardpilgrim.org

Subject: 5R18HS80127045-02 No Cost Extension Request

Dear Ms. Harris,

Attached, please find a copy of Harvard Pilgrim's formal request for

‘a oneé-year no cost extension on SR18HS0127045-02, "Electromic
Support for Public Health - Vaccine Adverse Event Reporting System
(ESP:VAERS) ." Please let me know if you need any additional information.

thank you,
Nick Mulherin

Nick Mulherin

Grants Manager, Sponsored Programs
Harvard Pilgrim Health Care

133 Brookline Avenue, 5th Floor
Boston, MA 02215

Ph. 617.509.9933, Fx. 617.509.9859
nicholas_mulherin@hphe.org
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The information contained in this email message and any attachments
may be privileged and/or confidential. It is for intended
addressee (s) only. If you are not the intended recipient, you are
hereby notified that any review, disclosure, reproduction,
distribution or other use of this communication is strictly
prohibited. If you received thie email in error, please notify the
sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

v
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The information contained in this email message and any attachments may be privileged and/or confidential. It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,

8/26/2009
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disclosure, reproduction, distribution .. other use of this communication is stt s».ly prohibited. If you received

this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.

8/26/2009



First Level Review of Competing and Noncompeting Applications

Reviewer, check yes if OK; check NO if not; if not applicable, check N/A
After 19 Jevel review and correction of identified issnes, GMS should forward file to GMO for release

=]
L]
Grant#: _ O RIS HS /9064502 LRI
=
8|2
Organization in letter and address matches (NGA face page) v
Award includes categorical budget v
Awarded level no more than committed level/appropriate level v

If UCI, federal share is no more than non-federal share v

EIN matches either application face page (competings) or previous

NGA (non-competings) v/
Document number appropriate v
CAN # verified v
If grantee is for-profit, program income is deductive alternative v
PO and GMS listed on NGA v

_/_Correct Cost v__ Program-specific Terms of
Terms Principles I Salary Cap Cooperation
i _V/ A-133 Audit /Other Support | __ T-5and__FSR
include: _V EAor___notEA |V Trafficking OR

_-{ Close Out Term

File Contents Include:
GMS worksheet signed by FM v
Specialist checklist completed, signed and dated v
Funding memo/PO review and approval documentation v
Signed/dated face page v
IRB within 12 months of budget period start date v~ OR :
appropriate exemption # designated v/
Evidence of cost analysis of budget and budget justification v
Skip year FSR annotated, initialed and dated [
Resolution of excessive unobligated balance issues |
Issues from prior year resolved and any revision necessary done v

Detail any problems identified, and return to GMS for resolution

Reviewer: . Date ?// / Z;/S'K

JJ/OPART/GMS/Forms/ 1* Level Review rev 4-11-08




AHRQ NON-COMPETING GRANT/COOPERATIVE AGREEMENT

AWARD CHECKLIST

GRANT NUMBER: 5R18 HS017045-02

GRANTEE INST’N: Harvard Pilgrim Healthecare, Inc.

PIl: Ross Lazarus

Any budget limits or other special requirements by
requirements imposed by original RFA/PA? RFA-07-002

PO: Marybeth Farquhar Project period may not exceed 2 years; Total costs

GMS: Carol Harris
BACK-UP GMS, if applicable: N/A

AHRQ-sponsored meetings.

are limited to $1 million, with no more than $500K in
budget period. Pl & one other person must attend .

A. FUNDING

18
2,
3.

S

Continuing supplemental commitment ( admin; MIN.) requested?
Funding memo addressing parent and, if applicable, supplement in file?
Co-funding anticipated?

If Yes: Source:

Co-"undmg commitment document in file (MOU or IAA or NIH worksheet).

Complete application (i.e. checklist [; signatures [X]; appendices [])?
Program income anticipated? If Yes, use program income term on NOA.
Inventions? If yes, copy of the face page given to AHRQ GM invention coordinator on

ot o il

OORC COXC-
RO

[z

X

X1

000X OOOE|

-t

ORGANIZATIONAL INFORMATION
Indicate date GMS checked following sources;
e NEAR Listing 9/05/2008 (source: Natlonal Exiemal Audit Review Center)

://odoerdb2.0d.nih.gov/gmac/

®  GSA Debarment List (check Grantee org., PI & key personnel) 9/05/2008 JIwww.epls.go

* ORI Scientific Misconduct List (check PI and key personnel) 9/05/2008
(hitp://ori.dhhs.gov/misconduct/documents/Alert 04-08.pdf)

¢ GM delinquent final report list (check PI) 9/05/2008 (5/23/2008 list)
[If P1 is on list, do not issue this award before delinquent report is received unless you consult with
GMO]

IF THE GRANTEE AND/OR AN INVESTIGATOR WAS FOUND ON ANY OF THE LISTINGS UNDER #1 , HOW
RESOLVED: A Jeffrey D. Brown and Jeffrey Todd Brown appeared on the GPLS. According to the bio-
sketch nd in the 01 year file, the Jeffrey Brown working on this grant is Jeffrey Stuart Brown:

therefore, Dr. Jeffrey Stuart Brown is cleared to receive salary support from this grant.

2.

For-profit grantee? If Yes, use “Deductive Alternative™ for Program Income.

|

&

1.

COLLABORATIVE INFORMATION
Any new consortium(s) added to project? If Yes, name of consortium(s) .
NOTE: Either a ‘Statement of Intent to Establish a Consortium’ for each new consortium OR a statement
from the authorized institutional official of the parent grant that the consortium participant(s) are prepared
to establish the necessary inter-organizational agreement(s) consistent with HHS policy needs to be in the
file.
Any new consultants?

If Yes, letter of involvement on file?
Any new foreign involvement? If Yes, date State Dept. clearance received:

1.

o

=

X
O

XX

= A

HUMAN SUBJECTS

Human Subjects involved?
If Yes, complete as appropriate: ~ Grantee’s Assurance #: FWA00000100
Exemption #: or IRB approval date: 10/18/2007

Is this a change from involvement in previous year?

Human Subject involvement at any other site(s)?
All sites have Assurance?

HS NOTES: Brigham & Women’s Hospital's assurance number is FWA00000484, and
Harvard Vanguard Medical Associates’ assurance number is FWA00001459 ;

PAGE 10f3
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GRANT NUMBER: 5R18 HS017045-02

E.
1

FINANCIAL INFORMATION
Cost analysis completed (budget justification, etc. adequate)?

[Use “Remarks” section to explain additional information requested from Grantee.

Show any adjustments on budget page and/or explain in “Remarks.”]

Any TBN positions from previous year still TBN? If so, follow-up with grantee as to why
and document in “Remarks” section.
Other support acceptable for all key personnel?
Any career development awards or joint appointments requiring budget adjustment? If so, who?

Identifiable CMS Data required? If yes, ensure costs are not included in award.
Grantee anticipates unobligated balance of $75,000-$125,000 TCs as of the end of the previous budget
period. 1f>25% of previous budget period’s TCs, explanation provided by Grantee and accepted by PO?

Disposition of Prior Year Funds:
a. Appropriate FSR ( year) reviewed & in file? Not due yet
b. For expanded authorities grants, is the unobligated balance 25% or more of total costs awarded in
last fiscal year’s'award (refer to FSR reconciliation form)?
If Yes, has grantee provided and AHRQ accepted explanation of balance?
¢. For non-Expanded Authorities grants, § balance used as:
offset to current award, or carry over to year award, or held in
reserve pending demonstration of need (address in“Remarks”).
Any annualized salaries over Executive Level I salary cap budgeted? If so, who?
Grantee may retain and rebudget funds provided excess salary funds were not built into this year’s
committed level, otherwise budget, and possibly future year committed levels, must be adjusted.
PMS print out (AUTH TC) in file; GMS has verified that authorized level of funding through previous
budget period is correct,

. IMPACII Award Worksheet Report signed by FM and in file?

O 0ODOR O R~

al]

cld

8.[]

9.
10X

XK OoOo o Of

X]

W

AWARD
Follow-up completed on any restrictions on previous year’s award?
NOTES: IRB restriction removed on NOA dated 12/07/2007

Awarded at committed level? If No, explain in “Remarks” section.

TERMS OF AWARD (TOA) in bold are required on all/most NOAs. Order of terms: selected terms
should normally be grouped and ordered according to ranking (i.e. 1s first, 2s second, etc.). Mark terms
to be included.

EA or not EA FSR Requirements

Trafficking Victims TS Application Requirements

Co-funding “Final Year” reports

Unallowable Costs Terms of Cooperation

Partial Pay / Carryover Program Income

Award Level Inventions

Provisional Award Salary Cap for Fiscal Year

Human Subjects No follow up required Cost Principles

LI

Restriction on funds awarded Audit Requirements

Program-Specific Other Support

e

b el bl bl Bl unl Bl K=t R B 0

Progress Reports (more than annually) E-NOA Establishment

ther Reasons: [_]

4.

<

NOA E-mail notification disabled? For: terms []; spreadsheets [];
N/A bec. Grantee is not e-mail enabled [[] (use E-NOA TOA)
Addresses (PI, Grantee, etc.) confirmed/updated in IMPAC II?

-GMS Signature on next page-
PAGE 2 of 3
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GRANT NUMBER: 5R18 HS017045-02

1. On 9/05/2008, the GMS sent an email to the Business Official to request the following:

a.
b.
c.

d.

e.

Unobligated balance amount from the 01 year.

When will the TBN Programmer at Harvard Pilgrim Health Care be named?

Please explain why the efforts for Lazarus, [5)6) |and Katica do not match the
budget justification.

Please explain why Brigham and Women’s Health’s originally requested 8.0 calendar months for
the Programmer, [(b)(6) |but the 02 year states thatmis now the Project
Manager, and her effort has dropped down to .30 calendar months. Also, s now
listed as the Programmer at 6.70 calendar months, and the originally requested secretarial
person, at .30 calendar months, has disappeared.

When will the TBN Programmer for Harvard Vanguard Medical Associates be named?

2. On 9/09/2008, the Business Official responded to the GMS’ email of 9/05/2008 with the following
responses (summarized):

a.

£ 5 o

€.

Unobligated balance amount of $75-$125K due to internal and subcontract administrative
delays. This is at or below 25%, since they are unsure of exact unobligated balance amount, the

GMS did not contact the PO for approval.

TBN Programmer has been identified as MPH.

A revised budget justification was provided to match the actual budget for BWH.

It appears as though the budget lines on the original application were off by one line, making it
look as though the levels of effort had been adjusted in the 02 year. It was determined that the
clerical position was not needed. Mr{b)6)  Eplaces{b)(6) |

TBN Programmer at HYMA has been identified as (b)(6) |

3. On 9/10/2008, the GMS printed the NOA, and gave to GMO for review.

/ 3\
PREPARED BY: égié(/ M LNULS DATE: _2,/1_9/62002 __ Con't? A/

PAGE 20 3

H:\DGMWMY GRANTS FY08\FY08 T5 GREENSHEETS\SR18 HS017045-02 GREENSHEET.doc




GrantNo

Principal Investigator/Program Director Degree "IRG  CFDA ApplID
LAZARUS, ROSS MBBS 5-R18-H8-017045-02 ZH81 93226 7499529

rantes Organization Entlty No Total Project Perlod

HARVAR:I_D_F’ILGRPM HEALTH CARE. INC 1042452600A1 from: 09/30/07  thru: 09329109_

GM checklist status: Not started
Award Worksheet Report

Title/Tr.area For Budget Perlod

Elecironic Support for Public Health - Vaccine Adverse Event Reporting from: 09/30/08 thru: 09/29/09

System (ES
FY FUNDS: 2008 DOCUMENT NO: RHS017045A AIDS RELATED: N EXPEDITED REVIEW: N
PROG CLASS: CP3 GENDER: 1A INST. ASSURANCE FILED? Y
CAN: K72PS53 (SINGLE-CAN) MINORITY: 1A IRB CERTIFICATION FILED? Y
CNCL: 200800 PCNTL: PS: 169 CHILD: 1A

CNCL Action: CNCL Priority: EXCEPTION TRACKING IC ASSURANCE NO. DATE
MISCONDUCT IN SCIENCE: EXP DATE: 04/30/09 HUMAN SUBJECT: 30 FWAO0000100 10/18/07
RFA NO: HS07-002 VERT ANIMAL: 10

{PE NO: 444701 PHASE Ill CODE: N SPEC SUPLMNT INDICATOR:
KIND OF ORG:Other health, human resrces, environment/community PROGRAM INCOME:  Additional Costs

OWNERSHIP: Serv °‘9N NGA RELEASE DATE

P“T":"" R APPL RECEIVED DATE: 06/26/08 CURR. ISSUE DATE: 09/17/08
CARRYOVER AUTHORITY: SNAP AWARD: ESNAP?: N
FEDERAL DEMONSTRATIONS: R
INVOLVEMENT:
CLINICAL TRIAL cODE: No Clinical Trial

Budget
Direct

T Year 2

Salaries and Wages (b)(4);

Fringe Benefits (b)(6)

Personnel Costs {Subtotal)

Consultant Services $0

Equipment $0

Travel Costs $2,080

Patient Care (Inpatient) $0

Patient Care (Outpatient) $0

Alterations and Renovations §0

Other Costs $0

Consortium/Contractual Cost b)(4)

$429,927

Direct Costs b)(4)

Indirect Costs

Total Approved $499,405

Fee $0

Non-Federal $0

Unob. bal. Prior Budget $0

Increase/Decrease Amount +$0

Award Amount $499,405

F&A

Year 2

FA Cost Base 1 b)(4)

FA Cost Rate . |

FA costs 1

GM Comments

Authorized Officials

Screen Rendersd:  08/10/08 05:20 PM



{Principal Investigator/Program Director Degree Grant No IRG CFDA ApplID

LAZARUS, ROSS MBBS 5-R18-HS-017045-02 ZHS1 93226 7499529
rantee Organization Entity No Total Praject Period

HARVARD PILGRIM HEALTH CARE, INC 1042452600A1 from; 09/30/07 thru; 08/28/09

Program Official: = Marybeth Farquhar
a-Signature By:
e-Signature Date:

X

Signature (Optional) Date

Speclallst Name: Carol Harris
e-Slgnature By: Carol Harris
e-Signature Date: 09/05/2008

Signature (Optiona

GM Officer: Joan Metcalfe
e-Signature By:
e-Signature Date:

X

Date  Signature (Optional) Date

Zal=l=tg

Dapariment of Healtit snd Hurman Sarvices

Screen Rendered:  09/10/08 05:20 PM




Principal Investigator/Program Director Degree o "GrantNe ~ [RG@ CFDA AppilD |

RUS, ROSS MBBS 5-R18-HS-017045-02 ZHS1 93226 7489529
[Grantee Organlzation Entity No Total Project Perlod
IHARVARD PILGRIM HEALTH CARE, ING 1042452600A1 from: 08/30/07 thru: 09/29/08
Signature Notes

a. Grants Management Officer Sign Note:
b. Specialist Sign Note:
c. Program Official Sign Note:

Screen Rendered:  (Q9/10/08 05:20 PM
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Harris, Carol A. (AHRQ)

From: Julie_Dunn@harvardpilgrim.org

Sent: Tuesday, September 09, 2008 1:09 PM

To: Harris, Carol A. (AHRQ)

Cc: |(b)(6) | Nicholas_Mulherin@hphc.org; ross.lazarus@channing.harvard.edu

Subject: Re: Additional information needed for grant #5R18 HS017045-02, PI: Ross Lazarus
Importance: High
Attachments: 1R18HS014045_Lazarus_ ESP_VAERS_Yr2response_9.08.pdf

Hello Ms. Harris,

On behalf of Dr. Lazarus, please accept the attached responses to the questions posed below, along with supporting
documentation, as needed. Please confirm receipt of this e-mail at your convenience.

The signed original will also be sent via overnight FedEx to your attention. Please let me know if you have any questions
or require any additional information.

Thank-you,

Julie

Tk okt e ke e o ke o ke ol o ok e ke ok e e e o e e e e e o e o ook ek e ke de de e de et e e e

Julie D. Dunn, MPH

Project Manager

Therapeutics Research &

Infectious Disease Epidemiology (TIDE)

Department of Ambulatory Care and Prevention E
Harvard Medical School / Harvard Pilgrim Healthcare -

133 Brookline Ave, 6th Floor e
Boston, MA 02215 S
Phone: (617) 509-9880 / Fax: (617) 859-8112 S
http:/imwww.dacp.org/tide/ e

Harris, Carol A. (AHRQ) wrote: _}\“\ -

>
>
>
>
=
>
>
>

VVVVYVVYVVVVYY

Dgar Ms. Richard,

Thank you for the non-competing cqnﬁinuation application for grant #5R18
H5017045-02, PI: Ross Lazarus. .Upon my initial review of the
application, I’'ve found that the following items are needed before I can
issue the 02 year award for .this grant:

1. Does Harvard Pilgrim Healthcare expect any unobligated balance
amount from the 01 year, and if so, how much? Although the
application does not request the amount if it is below 25% of the
total-costs awarded, it is regquired for AHRQ's determination of
th dget for the future year of this grant.

2. en will the TBN Programmer position at Harvard Pilgrim

_“"Healthcare be named?

3. Brigham and Women's Hospital’'s (BWH's) budget justification does
not match the salary budget page for the efforts of Lazarus,

kb)(G) — 2 | Please clarify.

9/10/2008
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> 4. On the original application, BWH requested an effort of B.0
> calendar months for the Programmer position, which was named as
> R &) t now the application states that Ms. L
> L“sﬁﬁtar=syTVI§‘T§‘EEEP;roject Manager with a decreased effort of v
> .30 calendar months, and a new person,—==_— ]is listed as
> the Programmer at 6.70 calendar months. Please explain. Alao, 7
; i ¥ >

> the clerical person in the 02 year has disappeared. /
> 5. When will the TBN Programmer position at Harvard Vanguard Medical I
> Azsociates be named? ¥
> /f
> _';"

A response, *_endorsed by the authorized institutional official_*, no //"

later than Wednesday, September 10, 200B, is requested. //

>
‘/.
Thank you! (:

*Carol A. Harris*
*agency for Healthcare Research and Quality*

*0ffice of Performance, Accountability, Resources, and Technplbgy {OPART) *

*Grants Management* -)d"’”
*540 Gaither Road* [ v
-
*Room 4337+ =
‘\\
*Rockville, MD 20B50* ,—j-
R

*Phone: 301-427-1448*

*Fax: 301-427 1462+ N

VYV VVVYY VY YVY VYV VYVVYYVYYYY Y Y LYY Y

Ross Lazarus MBBS MPH, Director of Biocinformatics
Channing Laboratory, 181 Longwood Ave., Boston MA 02115, USA.

The information contained in this email message and any attachments may be privileged and/or confidential, It
is for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received
this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. you.

9/10/2008



e H d Medical Harvard Pilgrim
Sc%lrgglr =ee @ Héelafth Careg

Department of Ambulatory Care and Prevention

September 8, 2008

Carol A. Harris

Agency for Healthcare Research and Quality (AHRQ)

Office of Performance, Accountability, Resources & Technology (OPART)
Grants Management |

540 Gaither Road

Room 4337

Rockville, MD 20850

RE: 5R18 HS017045-02 / Response to ESP:VAERS Year 2 Continuation inquiry

Dear Ms. Harris:

Per your e-mail request dated 9/05/2008, please find responses & supporting documents to address the
outstanding questions, below.

1. Does Harvard Pilgrim Healthcare expect any unobligated balance amount from the 01 year, and
if so, how much? Although the application does not request the amount if it is below 25% of
the total costs awarded, it is required for AHRQ’s determination of the budget for the future
year of this grant.

Yes, it is expected that HPHC will request carry forward of unobligated balance from Yearl.
Due to some internal & subcontract administrative delays, we anticipate that this balance will be
approximately $75,000-125,000.

2. When will the TBN Programmer position at Harvard Pilgrim Healthcare be named?
The individual serving as the programmer / research analyst for this project has been identified
as Taliser Avery, MPH.

3. Brigham and Women’s Hospital’s (BWH’s) budget justification does not match the salary
budget page for the efforts of Lazarus,{b)(6) Please clarify.
Please refer to the attached revised BW on, which now correctly illustrates the
figures found on the salary budget page, which are correct.

nHochnent o 9/9/08 email fom T fie Dunn
(i)

133 Brookline Avenue » Gth Floor * Boston, Massachusetes 02215 » Telephone: 617-509-9900 » Fax: 617-859-8112



4, On the original application, BWH requested an effort of 8.0 calendar months for the

Programmer position, which was named as((5)(6) but now the application states that Ms.
[(6)(®) lis the Project Manager with a decreased effort of .30 calendar months, and a new

person,|(b)(6) lis listed as the Programmer at 6,70 calendar months. Please explain. Also, the

clerical person in the 02 year has disappeared.

According to our original submission document, Ms. [b)(6) _Ivas listed as

Information Technology Manager (Project Manager) with an effort of .30. Her effort & position
remain the same during Year 2. It was determined that the clerical position was not needed

during the upcoming Year2.
The programmer in the original submission was [(b)(6) | Ms. (b)(6 [has since left BWH and
her efforts on this project have been replaced by Mr another programmer at BWH.

5. When will the TBN Programmer position at Harvard Vanguard Medical Associates be named?
The HVMA programmer for this study has been identified as {(b)(6) |
also serves as a lead programmer for the ESP project, so is very familiar with system
infrastructure.

Please contact me with any additional questions regarding this submission.

£ 74 //,@
Barbara Richard

Director, Office of Sponsored Programs

HﬂaﬁhrM'f' ~O 9/4 /08 ﬂfﬂa’{ ﬁOW) JZ/E( Dunn

(2)



G I

Harvard Medical Harvard Pilgrim
School Health Care

Department of Ambulatory Care and Prevention

September 8, 2008

Carol A. Harris

Agency for Healthcare Research and Quality (AHRQ)

Office of Performance, Accountability, Resources & Technology (OPART)
Grants Management

540 Gaither Road

Room 4337

Rockville, MD 20850

RE: 5R18 HS017045-02 / Response to ESP:VAERS Year 2 Continuation inquiry

Dear Ms. Harris:

Per your e-mail request dated 9/05/2008, please find responses & supporting documents to address the
outstanding questions, below.

1. Does Harvard Pilgrim Healthcare expect any unobligated balance amount from the 01 year, and
if so, how much? Although the application does not request the amount if it is below 25% of
the total costs awarded, it is required for AHRQ’s determination of the budget for the future
year of this grant.

Yes, it is expected that HPHC will request carry forward of unobligated balance from Yearl.
Due to some internal & subcontract administrative delays, we anticipate that this balance will be
approximately $75,000-125,000.

2. When will the TBN Programmer position at Harvard Pilgrim Healthcare be named?
The individual serving as the programmer / research analyst for this project has been identified
as Taliser Avery, MPH.

3. Brigham and Women’s Hospital’s (BWH's) budget justification does not match the salary
budget page for the efforts of Lazarus, {(0)(6) | Please clarify.
Please refer to the attached revised BWH budget justification, which now correctly illustrates the
figures found on the salary budget page, which are correct.

133 Brookline Avenue * Gth Floor * Boston, Massachuserts 02215 » Telephone: 617-509-9900  Fax: 617-859-8112



4. On the original application, BWH requested an effort of 8.0 calendar months for the
Programmer position, which was named as [b)(6) [out now the application states that Ms.
|(b)(6) |is the Project Manager with a decreased effort of .30 calendar months, and a new
person, [b)(6) | is listed as the Programmer at 6.70 calendar months. Please explain. Also, the
clerical person in the 02 year has disappeared.
According to our original submission document, Ms. (b)(6) was listed as
Information Technology Manager (Project Manager) with an effort of .30. Her effort & position
remain the same during Year 2. It was determined that the clerical position was not needed
during the upcoming Year2.

The programmer in the original submission wasi(b)(a) Ms.(b)(6)[has since left BWH and
her efforts on this project have been replaced by Mr. |(b)(6) |another programmer at BWH.

5. When will the TBN Programmer position at Harvard Vanguard Medical Associates be named?
The HVMA programmer for this study has been identified as|(b)(6)

also serves as a lead programmer for the ESP project, so is very Tamilar WITIE Systermm
infrastructure.

Please contact me with any additional questions regarding this submission.

Sincerely,

Barbara Richard
Director, Office of Sponsored Programs



Principal investigator/Program Director (Last, First, Middle): LAZARUS, Ross

BWH Year 2 :BUDGET JUSTIFICATION — Continuation Page (REVISED)
Electronic Support for Public Health-Vaccine Adverse Reporting System

Brigham and Women’s Hospital (Subcontract Site)
Personnel
Fringe benefits are calculated at{(b)(4)for professionals and(b)4) for non-professionals.

Professional Personnel

Ross Lazarus, MBBS, MPH (Principal Investigator 2.40 months effort). Dr. Lazarus leads day-to-day
activities including implementation of algorithms for syndromic surveillance, website enhancements and
maintenance, and procedures for monitoring and will direct all new developments.

| Non-Professional Personnel

|(b)(6) |(Project Manager, 0.30 months effort). (0)(6) ensures data base integrity, and works with
Dr. Lazarus to perform the communication and data transfer functions. She supervises all staff working on this
project, in addition to managing the project milestones and expenditure under the direction of Dr. Lazarus.

(b)(6) Programmer/Analyst, 6.70 months effort)?)®)  [leads all work on the distributed console

enhancements and will design and implement all Data Center side web services application and web site
code.

BIE) |(Project Coordinator, 0.30 months effort), (0)(6) assists Dr. Lazarus and the Study Team
with preparation of annual reviews and manuscript preparation. He prepares progress reports and facilitates
communication between the sites involved in the project.

Supplies

1. Amount of $1,031 has been requested to cover the cost of consumable office supplies.
Total Supplies: $1,031

Travel

Dr. Lazarus will travel once a year to a scientific meeting. The cost of travel per trip is $2,570.
Total Travel: $ 2,570

Other Expenses
SUN/PC costs are increased 4.0% each year.

Channing Laboratory Computer Facility

The Channing Laboratory computer facility provides access to two components: UNIX based system for data
storage and analysis and system support for desktop network of PCs. Charges for each component is based
on FTE effort on each grant. Channing Laboratory computing infrastructure will be used for all development
and testing, and Channing web server and web services infrastructure will provide the primary site for software
and documentation distribution. All current research grants at the Channing pay a fixed annual contribution per
FTE to the computing budget. The fee has been a component of every NIH grant submitied from the Channing
over the past 5 years, and has always been accepted by NIH reviewers to date. The Channing Laboratory
computer facility provides access to Linux and Solaris based servers for centralized authentication, email,

PHS 388/2590 (Rev. 11/07) Page Continuation Format Page




Principal Investigator/Program Director (Last, First, Middie): LAZARUS, Ross

security, audit, automated backup and recovery, web servers, data storage and analysis. The Channing
computer system includes a grid of more than 20 Sun servers and blades (including two 4 CPU and one 8 core
main servers) and a 12TB SAN, three Oracle (2 production and 1 development) Sunfire v440 and Sun
Enterprise 450 servers, and a 32 CPU Linux cluster, together with duplicated failover Sun server redirectors
and multiple redundant backend web servers. Each individual study contributes to the overall costs of the UNIX
based data storage and analysis component. Current annual costs for system administration, data storage and
processing including software licenses (such as the EMC Legato backup suite, Veritas Foundation Suite, SAS
and SPlus statistical packages), security auditing and administration, automated backup systems, software
programming and hardware maintenance, and planned replacement of obsolete hardware are more than
$600,000 for approximately 300 users in 35 projects in areas of chronic disease epidemiology, respiratory
epidemiology, pharmacoepidemiology, and statistics. Each study is charged on a per FTE basis at a rate of
(b)(4) |per FTE and total costs may vary annually depending on the personnel load.

The total personnel load in year 2 of the project will bg()(4)

PC Desktop System Support

The Channing computer system operates a network of desktop computers for investigators to use in their daily
work activities. Services supported include word processing, graphical presentations, and spreadsheets. The
costs of maintaining the network include software licenses, service contracts on desktops and printers and
personnel to maintain the hardware as well as replacement of obsolete equipment. Annual costs are $300,000
serving 230 users within the Channing Laboratory at 181 Longwood Avenue. Each study is charged on a per
FTE basis at a rate ofEb)(4) per FTE and total costs may vary annually depending on the personnel load.

The total personnel load in year 2 of the project will be|(b)(4) |

Total funds requested for computing{)(4)
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Harris, Carol A. (AHRQ)

From: Harris, Carol A. (AHRQ)

Sent:  Friday, September 05, 2008 3:51 PM

To: research_admin@hphc.org'

Cc: ‘ross.lazarus@channing.harvard.edu’; Farquhar, Marybeth (AHRQ); Harris, Carol A. (AHRQ)
Subject: Additional information needed for grant #5R18 HS017045-02, Pl: Ross Lazarus

Dear Ms. Richard,

Thank you for the non-competing continuation application for grant #5R18 HS017045-02, PI: Ross Lazarus.
Upon my initial review of the application, I've found that the following items are needed before | can issue the
02 year award for this grant:

1. Does Harvard Pilgrim Healthcare expect any unobligated balance amount from the 01 year, and if so,
how much? Although the application does not request the amount if it is below 25% of the total costs
awarded, it is required for AHRQ's determination of the budget for the future year of this grant.

2. When will the TBN Programmer position at Harvard Pilgrim Healthcare be named?

3. Brigham and Women ngm.th_[BﬂH_s_Lb_udﬂ.elJusl‘ﬂcatlon does not match the salary budget page for
the efforts of Lazarus, [0)(6) Please clarify.

4. On the original application, BWH requested an effort of 8.0 calendar months for the Programmer
position, which was named as {b)(6) | but now the application states that Ms.[b)(6) |
is the Project Manager with a decreased effort of .30 calendar months, and a new person,Ib)(6) is
listed as the Programmer at 6.70 calendar months. Please explain. Also, the clerical person in the 02
year has disappeared.

5. When will the TBN Programmer position at Harvard Vanguard Medical Associates be named?

A response, endorsed by the authorized institutional official, no later than Wednesday, September 10,
2008, is requested.

Thank you!

Carol A. Harris

Agency for Healthcare Research and Quality

Office of Performance, Accountability, Resources, and Technology (OPART)
Grants Management

540 Gaither Road

Room 4337

Rockville, MD 20850

Phone: 301-427-1448
Fax: 301-427-1462

9/5/2008
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INQUIRY: Authorization Transactions Extended DATE: 09/10/2008 TIME: 05:27:08 PM

* gk SEARCH”EARAMETERS R e e i i e T
GRANT AWARD: RHS017045A

Fhkhhkhkhkhkhhhhkdh kb h kb kA ARk hrh kb h kA ko hhdkkhd

;AECT*'* *PIN* ****EIN***** ‘l’i’;**DUNS***;;_;;i*****a;;;;;—_;atioﬂ Name*i":***** )
47156 4715 1042452600A1 HARVARD PILGRIM HEALTH CARE, INC
HHS~REG: 01 STATE: MA PMT: ACH STOP: N MAN-REV: N 272: File GROUP: F21 USER: VNKSLHJ

DOC : RHS017045A OP DIV:K AUTH TC's Follow --

T/C RM i‘***********FCO************ ****INC_AUTH***** POST DT TIME START DT END DT . ISSU

050 15 2007-K72PS53-4145 -+ .00 12/05/07 11:48 09/30/07 09/29/08 12/0

050 13 2007-K72PS53-4145 499,809.00 09/20/07 10:45 09/30/07 09/29/08 09/2
NET TC: 499,809.00

Hits 2

***'k******************:*******W*************‘k**t*

ok ko ek ek ok Inqu_ir'y ReSultS complete dekkkhkkkhkkh
Fhkdkhohhhhhhkhkdhbhkkhhdhhhkhhkkokhkkhk Ak hkdokdkdkhdhk

You may now make another selection from the Menu

https://pmssecure.dpm.psc.gov/pls/pmsprod/pms_inq.detail 9/10/2008



Excluded Parties List System

Classification

Excluslon Type
Description

Address(es) -

CT Action(s) ~

Name

Classlfication
Exclusion Type
Description

Address(es) ~

CT Action(s) --

Verlfy Street 1
Verify Street 2

Address
DUNS

Action Date
Termination Date
CT Code

Agency

Agency POC
EPLS Create Date
EPLS Modify Date

Action Date
Termination Date
CT Code

Agency

Agency POC
EPLS Create Date
EPLS Modify Date

Verify Street 1
Verify Street 2

Address
DUNS

Action Date
Termination Date
CT Code

Agency

Agency POC
EPLS Create Date
EPLS Modify Date

Action Date
Termination Date
CT Code

Agency

Agency POC
EPLS Create Date
EPLS Modlfy Date

b)(6)

Reciprocal
none

|

l

o]

Charles, MN, 55972
one

=2

05-Oct-2000
Indef

R

OPM

OPM Contacts
20-Dec-2000

20-Jun-2000
Indef

21

HHS

HHS Contacts
20-Jul-2000

[0)6)

Individual

Reciprocal
none

C |
[ |

Trabuco Canyon, CA, 92679
none

19-Nov-2001
Indef.

R

OPM

OPM Contacts
29-Aug-2002

20-Sep-2001
Indef

21

HHS

HHS Contacts
06-Feb-2002

- [®)®)

https :/fwww.'epls. gov/epls/search.do?page=7&text=Brown&status=current
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Rate Agreements

Agreement Text for: N2055808.TXT Agreement Date: 01/02/2008

NPrfMA Harvard Pilgrim Health Care 1Inc 104245260021 01 02 08 0558

NONPROFIT RATE AGREEMENT

EIN 1042452600A1 DATE January 2 2008
ORGANIZATION FILING REF The preceding
Harvard Pilgrim Health Care Inc Agreement was dated

November 26 2007 93 Worcester S

Wellesley MA 02481

The rates approved in this agreement are for use on grants contracts and other
agreements with the Federal Government subject to the conditions in Section III

RATE TYPES FIXED FINAL PROV PROVISIONAL PRED PREDETERMINED
EFFECTIVE PERIOD
TYPE FROM TO RATE LOCATIONS APPLICABLE TO
PRED 01 01 07 12 31 07 (b)(4) On Site Research A
PRED 01 01 07 12 31 07 Off Site Research A
PRED 01 01 08 12 31 09 On Site Research B
PRED 01 01 08 12 31 09 Qff Site Research B
PROV 01 01 10 UNTIL AMENDED Use same rates and

for fiscal year ending December 31 2009

A Base Total direct costs excluding capital expenditures buildings individual

items of equipment alterations and renovations and subawards

B Base Total direct costs excluding capital expenditures building individual
items of equipment alterations and renovations and that portion of each subaward

in excess of 25 000

ORGANIZATION
Harvard Pilgrim Health Care Inc

AGREEMENT DATE January 2 2008

TREATMENT OF PAID ABSENCES

Vacation holiday sick leave pay and other paid absences are included in
salaries and wages and are claimed on grants contracts and other
agreements as part of the normal cost for salaries and wages Separate
claims for the costs of these paid absences are not made

Treatment of Fringe benefits Fringe benefits applicable to direct salaries
and wages are treated as direct costs except incentive compensation which
is treated as an indirect cost

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=N20558

9/5/2008
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Equipment means an article of nonexpendable tangible personal property
having a useful life of more than one year and an acquisition cost of
1 000 or more per unit

ORGANIZATION
Harvard Pilgrim Health Care Inc

AGREEMENT DATE January 2 2008

A LIMITATIONS
The rates in this Agreement are subject to any statutory or administratiwve
limitations and apply to a given grant contract or other agreement only to
the extent that funds are available Acceptance of the rates is subject to
the following conditions

1 Only costs incurred by the organization were included in its indirect
cost pool as finally accepted such costs are legal
obligations of the organization and are allowable under the governing cost
principles 2 The same costs that have been treated as indirect costs are
not claimed as direct costs 3 Similar types of costs have been accorded
consistent accounting treatment and 4 The information provided by the
organization which was used to establish the rates is not later found to be
materially incomplete or inaccurate by the Federal Government In such
situations the rate s would be subject to renegotiation at the discretion
of the Federal Government

B ACCOUNTING CHANGES

This Agreement is based on the accounting system purported by the
organization to be in effect during the Agreement period Changes

to the method of accounting for costs which affect the amount of
reimbursement resulting from the use of this Agreement require

prior approval of the authorized representative of the cognizant agency
Such changes include but are not limited to changes in

the charging of a particular type of cost from indirect to direct Failure
to obtain approval may result in cost disallowances

6 FIXED RATES

If a fixed rate is in this Agreement it is based on an estimate of the
costs for the period covered by the rate When the actual

costs for this period are determined an adjustment will be made to a rate
of a future year s to compensate for the difference

between the costs used to establish the fixed rate and actual costs

D USE BY OTHER FEDERAL AGENCIES

The rates in this Agreement were approved in accordance with the authority
in Office of Management and Budget Circular A 122 Circular and should be
applied to grants contracts and other agreements covered by this Circular
subject to any limitations in A above The organization may provide copies
of the Agreement to other Federal Agencies to give them early notification
of the Agreement

hitp://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=N20558 9/5/2008
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E OTHER

If any Federal contract grant or other agreement is reimbursing indirect
costs by a means other than the approved rate s in this

Agreement the organization should 1 credit such costs to the affected
programs and 2 apply the approved rate s to the

appropriate base to identify the proper amount of indirect costs allocable
to these programs

BY THE ORGANIZATION ON BEHALF OF THE FEDERAL G

Harvard Pilgrim Health Care Inc
DEPARTMENT OF HEALTH AND H

ORGANIZATION AGENCY

SIGNATURE SIGNATURE

Robert I Aaronson
NAME NAME

DIRECTOR DIVISION OF COST ALLO
TITLE TITLE

January 2 2008
DATE DATE 0558

HHS REPRESENTATIVE Michael St

Telephone
212 264 2069

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx ’DHHSID=N20558 9/5/2008
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Rate Agreements

Agreement Text for: H2051707b.TXT Agreement Date: 11/14/2007 (7b)

HsptMA Brigham And Women s Hospital 1042312909%A1 11 14 07 0517

HOSPITAL RATE AGREEMENT

EIN 1042312909A1 DATE November 14 2007
HOSPITAL FILING REF The preceding
Brigham And Women = Hospital Agreement was dated
Office of Research Administration September 24 2007

75 Francis Street

Boston MA 02115

The rates approved in this agreement are for use on grants contracts and other
agreements with the Federal Government subject to the conditions in Section ITT

RATE TYPES FIXED FINAL PROV PROVISIONAL PRED PREDETERMINED
EFFECTIVE PERIOD
TYPE FROM TO RATE LOCATIONS APPLICABLE TO
PRED i0 01 06 09 30 0B (b)(4) On Site Research
PRED 10 01 06 09 30 08 Off Site Research
PROV 10 01 08 UNTIL AMENDED Use same rates and

for fiscal year ending September 30 2008
Base Total direct costs less items of equipment major subcontracts alterations
and renovations animal charges hospitalization and other fees related to patient
care
HOSPITAL
Brigham And Women s Hospital
Office of Research Administration

AGREEMENT DATE November 14 2007

RATE TYPES FIXED FINAL PROV PROVISIONAL PRED PREDETERMINED

EFFECTIVE PERIOD

TYPE FROM TO RATE LOCATIONS APPLICABLE TO

FIXED 10 01 07 09 30 08 (b)(4) All Professional

FIXED 10 01 07 09 30 08 All Non Professional

FIXED 10 01 07 09 30 08 All Intern Residents Fel

PROV 10 01 08 UNTIL AMENDED Use gsame rates and

for fiscal year ending September 30 2008

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=H20517 9/5/2008
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DESCRIPTION OF FRINGE BRENEFITS
Salaries and wages

HOSPITAL
Brigham And Women s Hospital
Office of Research Administration

AGREEMENT DATE November 14 2007

TREATMENT OF FRINGE BENEFITS

The fringe benefits are charged using the rate s listed in the Fringe
Benefits Section of this Agreement The fringe benefits included in the
rate s are listed below

TREATMENT OF PAID ABSENCES

Vacation holiday sick leave pay and other paid absences are included in
salaries and wages and are claimed on grants contracts and other
agreements as part of the normal cost for salaries and wages Separate
claims for the costs of these paid absences are not made

1 The fringe benefit rates include the following

FICA Pension Disability Group Life Insurance Time Accrual Training
Costs Uniforms Workers Compensation Unemployment FITICORP MBTA
Subsidy Employee Allowances Activities Awards FSA Admin Parking
Subsidy Cafeteria Subsidy Tuition Benefit Amortized Past Service

Exp ESL Sick Lv Pension Human Resources Health Ins and

Dental Vision Info Malpractice Insurance Home Office Fringe

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?’DHHSID=H20517 9/5/2008
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2 Off Site Definition For all activities performed in
facilities not owned by the organization and to which rent is
directly allocated to the project s the off site rate will

apply

3 The following rates shall be used for research contracts
performed at Brigham and Women s Hospital

TYPE FROM TO RATE LOCATION BASE

Fixed 10 1 06 9 30 08 |b)4) On Site Same as in Sec I

Prov 10 1 08 Until On Site Same as in Sec I
Amended

4 Effective October 1 2004 equipment means an article of nonexpendable
tangible personal property having a useful life of more than one yvear and
an acquisition cost of 5 000 or more per unit

This Rate Agreement updates Fringe Benefit Rates only

HOSPITAL
Brigham And Women s Hospital
Office of Research Administration

AGREEMENT DATE November 14 2007

A LIMITATIONS
The rates in this Agreement are subject to any statutory or administrative
limitations and apply to a given grant contract or other agreement only to
the extent that funds are available Acceptance of the rates is subject to
the following conditions .

1 Only costs incurred by the organization were included in its indirect
cost pool as finally accepted such costs are legal
obligations of the organization and are allowable under the governing cost
principles 2 The same costs that have been treated as indirect costs are
not claimed as direct costs 3 Similar types of costs have been accorded
consistent accounting treatment and 4 The information provided by the
organization which was used to establish the rates is not later found to be
materially incomplete or inaccurate by the Federal Government In such
situations the rate s would be subject to renegotiation at the discretion
of the Federal Government

B  ACCOUNTING CHANGES

This Agreement is based on the accounting system purported by the
organization to be in effect during the Agreement period Changes

to the method of accounting for costs which affect the amount of
reimbursement resulting from the use of this Agreement reguire

prior approval of the authorized representative of the cognizant agency
Such changes include but are not limited to changes in

the charging of a particular type of cost from indirect to direct Failure
to obtain approval may result in cost disallowances

C FIXED RATES
If a fixed rate is in this Agreement it is based on an estimate of the

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx ?DHHSID=H20517 9/5/2008
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costs for the period covered by the rate When the actual

costs for this period are determined an adjustment will be made to a rate
of a future year s to compensate for the difference

between the costs used to establish the fixed rate and actual costs

D USE BY OTHER FEDERAI: AGENCIES

The rates in this Agreement were approved in accordance with the cost
principles promulgated by the Department of Health and

Human Services and should be applied to the grants contracts and other
agreements covered by these regulations subject to

any limitations in A above The hospital may provide copies of the
Agreement to other Federal Agencies to give them early notification of the
Agreement

E OTHER

If any Federal contract grant or other agreement is reimbursing indirect
costs by a means other than the approved rate s in this

Agreement the organization should 1 c¢redit such costs to the affected
programs and 2 apply the approved rate s to the

appropriate base to identify the proper amount of indirect costs allocable

to these programs

BY THE HOSPITAL ON BEHALF OF THE FEDERAL GOVER
Brigham And Women s Hospital
Office of Research Administration DEPARTMENT OF HEALTH AND H
HOSPITAL AGENCY
SIGNATURE SIGNATURE

Robert I Aaronson
NAME NAME

DIRECTOR DIVISION OF COST ALLO
TITLE TITLE

November 14 2007
DATE DATE 0517

HHS REPRESENTATIVE Joseph Gua

Telephone
212 264 2069

http://rates.nhlbi.nih.gov/fac/ShowRate.aspx?DHHSID=H20517 9/5/2008
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DOMESTIC INSTITUTIONS/COMPONENTS

i-naw SEARCH |

T Faae e A e

CONTAINING 'Brigham' (4)

Fiad mstitution/component ia table below and <hick corrusponding ‘Detar) Tink to view ascurance:

Assurances/Components Found

Assurance Institution/Component Type '_City‘ State or Country
/FWA00000484 Brigham & Women's Hosp F  [Boston 'MASSACHUSETTS
FWA00001266 Brigham Young U F Provo UTAH
PWA00005741 Brigham Young U Public Schools F - UTAH
Asoc .
Dana-Farber/Brigham and Women's ' .
FWA00001121 Cancer Center at Faulkner [C Boston MASSACHUSETTS
'Hospital '
Yilhere fvpe T T WA'M' = WIPAG (' - Components 1" -~ CPAs

If you have questions about human subject research, click ohrp@osophs.dhhs.g
If you have questions/suggestions about this web page, click [ WEBMAS TER

Updated August 5, 2004

http://ohrp.cit.nih.gov/search/asurmtch.asp
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Form Approved Through 11/30/2010 OMB No. 0925-0001

Department of Health and Human Services Review Group ;;pe Activity Grant Number
Public Health Services 5 R18 HS017045-02

Total Project Period

From: 9/30/2007 Through: 9/29/2009
Grant Progress Report Requested Budget Period

|From: 9/30/2008 Theough: 9/29/2009'

1. TITLE OF PROJECT
Electronic Support for Public Health - Vaccine Adverse Event Reporting System

2a. PROGRAM DIRECTOR / PRINCIPAL INVESTIGATOR 2b. E-MAIL ADDRESS
(Name and address, street, city, state, zip code) ross.lazarus@channing.harvard.edu
Ross Lazarus 2c. DEPARTMENT, SERVICE, LABORATORY, OR EQUIVALENT
Harvard Pilgrim Health Care Department of Ambulatory Care & Prevention

133 Brookline Avenue, 6th Floor
Boston, MA 02215

2d. MAJOR SUBDIVISION

2e. Tel: 617-525-2730 Fax: 617-525-0958
3a. APPLICANT ORGANIZATION 3b. Tel: 617-509-9950 Fax: 617-509-9859
{Name and address, street, city, state, zip code)
Harvard Pilgrim Health Care .
93 Worcester Street 3c. DUNs: 07-172-1088
Wellesley, MA 02481 4. ENTITY IDENTIFICATION NUMBER
1042452600A1
6. HUMAN SUBJECTS [_] No Yes 5. NAME, TITLE AND ADDRESS OF ADMINISTRATIVE OFFICIAL
Ga. Research If Exempt ("Yes”in  |If Not Exempt (‘No”in|  Barbara W. Richard Director, Office of Sponsored
%m:; Clves o cinii R soniovsl dafe Programs, Harvard Pilgrim Health Care, 133 Brookline
10/18/2007 Ave., 6th Floor Boston, MA 02215
6b. Federal Wide Assurance No. FWAQO000100 Tel: 617-509-9950 Fax: 617-509-9859
6c. NIH-Defined Phase II| e-malL: Research_Admin@HPHC .org
Ciinical Trial D] No  [] Yes
7. VERTEBRATE ANIMALS E No D Yes b 10. PROJECT/PERFORMANCE SITE(S)
7a. If “Yes,” IACUC approval Date % J Organizational Name: applicant organization
7b. Animal Welfare Assurance No. (‘5"‘::\\"\ DUNS:
8. COSTS REQUESTED FOR NEXT BUDGET PERIOD Street 1:
8a. DIRECT $429,927 gb. TOTAL §499,4045 Street 2:
9. INVENTIONS AND PATENTS No [ ] ves City: County:
If“Yes, [_| Previously Reported State! Province:
(] Not Previously Reported Country: Zip/Postal Code:

Congressional Districts:

11. NAME AND TITLE OF OFFICIAL SIGNING FOR APPLICANT ORGANIZATION (item 13)
Barbara W. Richard Director, Office of Sponsored Programs (Research_Admin@HPHC.org)

TEL: 617-509-9950 FAX: 617-509-9859 |E-malL:
12. Corrections to Page 1 Face Page

13. APPLICANT ORGANIZATION CERTIFICATION AND ACCEPTANCE: | ceriify that the DATE
statements herein are true, complete and accurate to the best of my knowledge, and accept the
obligation to comply with Public Health Services terms and conditions if a grant is awarded as a
result of this application. | am aware that any false, fictitious, or fraudulent statements or claims é Z 5—/
may subject me to criminal, civil, or administrative penalties. _ :
PHS 2590 (Rev. 11/07}) Face Page Form Page 1

f



Project #1: ESP Princ Investigator/Program Director (Last, Firs., JMiddle): LAZARUS, Ross

] RANT NUMBER
IETAILED BUDGET FOR NEXT BUDG i rHROUGH ) o
PERIOD DIRECT COSTS ONLY 09/30/08 09/29/09 ‘ 1R18HS017075-02
PERSCNNEL (Applicant organization only) |Months Devoted to Projec DOLLAR AMOUNT REQUESTED (omit cents,
Cal | Acad Summe' SALARY | FRINGE |
NAME ‘ROLE ON PROJECT Mnths ! Mnths | r Mnths | REQUESTED | BENEFITS TOTALS
- T [(b)(4); (b)6)
LAZARUS, Ross** Principal Investigator
Platt, Richard ICo-Invesngator |
(b)(6)
CONSULTANT COSTS
** Lazarus supported vi§(b)(4) |
EQUIPMENT (ltemize) - ‘ . _ _
% Node . #1740 ¢4 corcalHar n Hes wes 1€badlefr b el
7 HGY o oty i x-’"&t-f{.?fg!\fff’f D Hracv /.
My AR ' " Segphes.
0.
SUPPLIES (Itemize by category)
Consumable office supplies 401, |
¥ Cudag! revie wech- No Qo vk
(R00) 401, (205
TRAVEL
AHRQ meetings & conferences (1Y) 2,090. 2,090. {1,600
PATIENT CARE COSTS INPATIENT &
[OUTPATIENT 0.
ALTERATIONS AND RENOVATIONS (ffemize by category)
. 9.
OTHER EXPENSES (itemize by category)
0
' - - b)(4)
SUBTOTAL DIRECT COSTS FOR NEXT BUDGET PERIOD
CONSORTIUM/CONTRACTUAL COST"T_D[RECT COSTS |
WFINANCE AND ADMINISTRATION (
TOTAL DIRECT COSTS FOR NEXT BUDGET PERIOD (/tem 8a, Face Page $ 429,927,/
) 432476\ (a5,

g



Program Director/Principal ....2stigator (Last, First, Middle): LAZARUS, Ross

GRANT NUMBER
BUDGET JUSTIFICATION 1 R18 HS017045-02

Provide a detailed budget justification for those line items and amounts that represent a significant change from that previously
recommended. Use continuation pages if necessary.

No significant changes to report.

FROM THROUGH
CURRENT BUDGET PERIOD  |0,05407 9/29/2008

Explain any estimated unobligated balance (including prior year carryover) that is greater than 25% of the current year's total budget.

PHS 2590 (Rev. 11/07) Pagen_% Form Page 3



Fosm Approved Through 11/30/2010

OMB No. 08250001

Department of Health and Human Servicas
Public Health Servics

Grant Progress Report

Review Group |Typa  |Acivily | Grant Number

0 0 0 1 R18 HS017045-02
Total Projact Period
From: 08130107 Through: 09/28/09
Requesied Budget Penod
From, 08/30/08 Through: 08/26/08

1. TITLE OF PROJECT

ELECTRONIC SUPPORT FOR PUBLIC HEALTH-VACCINE ADVERSE EVENT REPORTING SYSTEM

2a. PROGRAM DIRECTOR / PRINCIPAL INVESTIGATOR
{Name and address, street, city, stale, zip code)

Ross Lazarus
Channing Labaraiory
181 Longwood Avenue
Boston, MA 02115

2b. E-MAIL ADDRESS
ross.lazarus@channing.harvard.edu

2c. DEPARTMENT, SERVICE, LABORATORY, OR EQUIVALENT
Department of Medicine

2d. MAJOR SUBDIVISION
Channing Laboratory

2e. Tel: 617.526.2730 Fax: 617-525-0958

3a, APPLICANT ORGANIZATION
{Name and address, streel, city, state, zip code)

3b. Tel: 617-954-8660 Fax: 617-954-9680

Brigham and Women's Hospital 3c. DUNS 030-811-269

75 Francis Strest

Bosion, Massachusetis 02116 4. ENTITY IDENTIFICATION NUMBER

o 1042312909A1
6. HUMAN SUBJECTS E] No E‘m 5. NAME, TITLE AND ADDRESS OF ADMINISTRATIVE OFFICIAL
8a. Research If Exempt {"Yes"in It Not Exempt ("Neo™ in Deanna Citerne
Exumpt Ba): 8a): Associate Director, Pre-Award Services
[Ine [x]ves |Exemption Na. K |irB approval date 75 Francis Street
H i Boston, Massachusetts 02115

6b. Federal Wide Assurance No. Tel 617.954.9660 FAXG617.954.968(
Bc. Nit-Defined Phase Il E-MAIL: bwhgc@partners.org
Clinical Trial [x] no D Yes
7. VERTEBRATE ANIMALS @ No [:] Yas 10. PROJECT / PERFORMANCE SITES

7a. i "Yes,” IACUC approval Dale
7b. Animal Welfare Assurance No,

Brigham and Women's Hospital
Organizational Name: Brigham and Women's Hospital
DUNS:030-B11-268

8. COSTS REQUESTED FOR NEXT BUDGET PERIOD Street 1: 75 Francis Street
8a. DIRECT § 136,717 |ab TOTAL § 239,255 Sireet 2.
9. INVENTIONS AND PATENTS  [X]No [ ] Yes city: Boston [County:
State: MA |Provines:
If "Yes, D Praviously Reporled Country: USA Zip/Postat Code: 02118
0 Not Previously Reportad Congressionsl District: _ 8th
11. NAME AND TITLE OF OFFICIAL SIGNING FOR APPLICANT ORGANIZATION {em 13 j
feigh Curley, Pre Award Team Lead )
“YEL: 617.954.9660 I FAX: 617.054.9680 | E-MAIL: bwhgc@partners.org
12, Camrections to Page 1 Face Page
13, ORGANIZATION CERTIFICATION AND AGGEPTANCE: 1 canty that [SIGNATURE OF OFFICIAL NAMED IN DATE
the slalements heren ae bus, complets, and acaurais 1o the besi of my 8, and accepl ]
ther abigason 1o compiy win Pullc Heallh Sivvicss lerms s condfons i 8 grasd Is awarded
3 8 resL% of this appucation, | am aware that any fase, fctitous, e lrauduent statoments of é//?ﬁ?
d.limm.y_s_ﬂndnln i ) nhrl of sdminszatva penaitas.
PHS 2590 (Rev. 11/07) Face Page Form Page 1
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1 R18 HS017045-02 Program Director/Principal Investigator (Last, first, middle): LAZARUS, Ross
DETAILED BUDGET FOR NEXT BUDGET FROM THROUGH GRANT NUMBER
PERIOD — DIRECT COSTS ONLY 08/30/08 09/29/09 1 R18 H8017045-02
PERSONNEL (Applicant organization only) Months Devoted to Project DOLLAR AMOUNT REQUESTED (omit cents)
Cal. | Acad. |Summer SALARY FRINGE
NANE ROLE ON PROJECT | 15 nths | Months | Montns | REQUESTED | BENEFITS JOTALS
@ e
LAZARUS, Ross Principal Inves
(6)6) I rovactt
Project Mana
ngrammg
Project Goordl;r
SUBTO
CONSULTANT Eg;s(?)
¥ rofe : fmﬂ HPHC CONSU T #6r=  1ods 2 v
Llts T TR b Bua) p. i yearl g o=
EQUIPMENT (iternize) e
(IS, 000) 0_ (o)
SUPPLIES (itemize by category)
Consumable Office Supplies 1,031
A1~ Bud Q.,-{lr P4 (s W of = N § 2
L&
( MU""‘) 1,031 (/0%
TRAVEL
Pl, one trip per year, $2,570 per trip
/ 9,_:306) 2,570 (2,595
PATIENT CARE COSTS IRPATIENT 0
OUTPATIENT 0
ALTERATIONS AND RENOVATIONS (itemize by category)
0
OTHER EXPENSES (ftemize by category) {; )74 4 ‘)
Project share of Channing SUN systems costs 5,265
Project share of Channing PC costs 1,680
6,945 s 577
SUBTOTAL DIRECT COSTS FOR NEXT BUDGET PERIOD (0)(4)
DIRECT COSTS
CONSORTIUM/CONTRACTUAL COSTS
FACILITIES AND ADMINISTRATIVE COSTS
u v *
TOTAL DIRECT COSTS FOR NEXT BUDGET PERIOD (ifem 8a, Face Page) /34/4_{ 2% 239,255 1235
PHS 2590 (Rev. 11/07) Page Form Page 2
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Program Director/Principal Investigator (Last, First, Middle): LAZARUS. Ross

GRANT NUMBER

BUDGET JUSTIFICATION 1 R18 HS017045-02

Provide a detailed budget justification for those line items and amounts that represent a significant change from that previously
recommended. Use continuation pages if necessary.

Please see the continuation page for the detailed budget justification.

FROM THROUGH
CURRENT BUDGET PERIOD |10 09/29/2008

Explain any estimated unobligated balance (including prior year carryover) that is greater than 25% of the current year’s total budget.
None

PHS 2590 (Rev. 11/07) Page (Q Form Page 3



Princlpal Investigator/Program Director (Last, First, Middle): LAZARUS, Ross

BWH Year 2 :BUDGET JUSTIFICATION — Continuation Page (REVISED)
Electronic Support for Public Health-Vaccine Adverse Reporting System

Brigham and Women’s Hospital (Subcontract Site)

Personnel

Fringe benefits are calculated afor professionals and or non-professionals.
Professional Personnel

Ross Lazarus, MBBS, MPH (Principal Investigator 2.40 months effort). Dr. Lazarus leads day-to-day
activities including implementation of algorithms for syndromic surveillance, website enhancements and
maintenance, and procedures for monitoring and will direct all new developments.

| Non-Professional Personnel

(b)(€) Project Manager, 0.30 months effort).{(P)(6) ensures data base integrity, and works with
Dr, Lazarus to perform the communication and data fransfer functions. She supervises all staff working on this

project, in addition to managing the project milestones and expenditure under the direction of Dr. Lazarus.

(Programmer/Analyst, 6.70 months effort)(b)(6) |leads all work on the distributed console
e

nhancements and will design and implement all Data Center side web services application and web site
code.

(b)(6) (Project Coordinator, 0.30 months effort),[(0)(6) assists Dr. Lazarus and the Study Team
with preparation of annual reviews and manuscript preparation. He prepares progress reports and facilitates
communication between the sites involved in the project.

Supplies

1. Amount of $1,031 has been requested to cover the cost of consumable office supplies.
Total Supplies: $1,031

Travel

Dr. Lazarus will travel once a year to a scientific meeting. The cost of travel per trip is $2,570.
Total Travel: $ 2,570

Other Expenses
SUN/PC costs are increased 4.0% each year.

Channing Laboratory Computer Facility

The Channing Laboratory computer facility provides access to two components: UNIX based system for data
storage and analysis and system support for desktop network of PCs. Charges for each component is based
on FTE effort on each grant. Channing Laboratory computing infrastructure will be used for all development
and testing, and Channing web server and web services infrastructure will provide the primary site for software
and documentation distribution. All current research grants at the Channing pay a fixed annual contribution per
FTE to the computing budget. The fee has been a component of every NIH grant submitted from the Channing
over the past 5 years, and has always been accepted by NIH reviewers to date. The Channing Laboratory
computer facility provides access to Linux and Solaris based servers for centralized authentication, email,

PHS 398/2590 (Rev. 11/07) Page ___ Continuation Format Page




Principal Investigator/Program Director (Last, First, Middle): LAZARUS, Ross

security, audit, automated backup and recovery, web servers, data storage and analysis. The Channing
computer system includes a grid of more than 20 Sun servers and blades (including two 4 CPU and one 8 core
main servers) and a 12TB SAN, three Oracle (2 production and 1 development) Sunfire v440 and Sun
Enterprise 450 servers, and a 32 CPU Linux cluster, together with duplicated failover Sun server redirectors
and multiple redundant backend web servers. Each individual study contributes to the overall costs of the UNIX
based data storage and analysis component. Current annual costs for system adminisiration, data storage and
processing including software licenses (such as the EMC Legato backup suite, Veritas Foundation Suite, SAS
and SPlus statistical packages), security auditing and administration, automated backup systems, software
programming and hardware maintenance, and planned replacement of obsolete hardware are more than
$600,000 for approximately 300 users in 35 projects in areas of chronic disease epidemiology, respiratory
epidemiology, pharmacoepidemiology, and statistics. Each study is charged on a per FTE basis at a rate of
|(b)(4} Per FTE and total costs may vary annually depending on the personnel load.

The total personnel load in year 2 of the project will bd(P)(4) |

PC Desktop System Support

The Channing computer system operates a network of desktop computers for investigators to use in their daily
work activities. Services supported include word processing, graphical presentations, and spreadsheets. The
costs of maintaining the network include software licenses, service contracts on desktops and printers and
personnel to maintain the hardware as well as replacement of obsolete equipment. Annual costs are $300,000
serving 230 users within the Channing Laboratory at 181 Longwood Avenue. Each study is charged on a per
FTE basis at a rate ob)(4) |per FTE and total costs may vary annually depending on the personnel load.

The total personnel load in year 2 of the project will be|(b)(4) |

Total funds requested for computing(b)(4)

PHS 398/2580 (Rev. 11/07) Page _ Continuation Format Page



Principal Investigator/Program Director (Last, First, Middle): PLATT, Richard

BUDGET JUSTIFICATION - Continuation Page
Using Electronic Medical Records to Support Core Public Health Needs

Brigham and Women’s Hospital (Subcontract Site)

Personnel

Fringe benefits are calculated atb)(4 [for professionals and|(b)(4)for non-professionals.

Professional Personnel

Richard Platt, MD, MSc (Principal Investigator (Primary), Percentage effort on HBHC Primary Budget) Dr.
Platt provides overall oversight for this project, participates in the Bioterrorism Worklng Group, and is principal
liaison with Drs |(b)(6) the Massachusetts Department of Public Health (MDPH) Special

Activities Epidemiologist, er personnel responsible for b:otengﬁsm response activities in this
cooperative agreement. Dr.[b)(6) |salary is listed on the HPHC budget ¥

Ross Lazarus, MBBS, MPH (Principal Investigator (Subcont ct) Joﬂ’ months effort). Dr. Lazarus leads day-
to-day activities including implementation of algorithms for s} ;omlc sugveillance, website enhancements
and maintenance, and procedures for monitoring and wil| pf %new veiopIPe}ts

(})/y (‘L \

(b)(G) - nsures ata base integrity, and works with
sfer functions. She supervises all staff working on this
%and expenditure under the direction of Dr. Lazarus.

| Non-Professional Personnel

o
(0)(6) (Project Manager, +:00-months effi rt)
Dr. Lazarus to perform the communication y!
S

project, in addition to managing the pro;ect

Programmer/Analyst, $-E0&monms Brl) (b)(6)  |eads all work on the distributed console
enhancements and will design and implement all Data Center side web services application and web site

code. :‘J}/

0
(Project Coordinator, 240 months effort) {b)(6) hssists Dr. Lazarus and the Study Team
Wi

preparation of annual reviews and manuscript preparation. He prepares progress reports and facilitates
communication between the sites iivolved in the project.

Supplies

1. Amount of $571 has been requested to cover the cost of consumable office supplies. 05'
Total Supplies /$5‘f1

Other Expenses

SUN/PC costs arg’increased 4.0% each year.

Channing Laboratory Computer Facility

The Channing Laboratory computer facility provides access to two components: UNLX based system for data
storage ahd analysis and system support for desktop network of PCs. Charges for each component is based
on FTE/effort on each grant. Channing Laboratory computing infrastructure will be used for all development
and testing, and Channing web server and web services infrastructure will provide the primary site for software
and documentation distribution. All current research grants at the Channing pay a fixed annual contribution per
FTE to the computing budget. The fee has been a component of every NIH grant submitted from the Channing
over the past § years, and has always been accepted by NIH reviewers to date. The Channing Laboratory

PHS 398/2590 (Rev. 11/07) Page E < Continuation Format Page




Principal Investigator/Program Director (Last, First, Middle): PLATT, Richard

computer facility provides access to Linux and Solaris based servers for centralized authentication, email,
security, audit, automated backup and recovery, web servers, data storage and analysis. The Channing
computer system includes a grid of more than 20 Sun servers and blades (including two 4 CPU and one 8 core
main servers) and a 12TB SAN, three Oracle (2 production and 1 development) Sunfire v440 and Sun
Enterprise 450 servers, and a 32 CPU Linux cluster, together with duplicated failover Sun server redirectors
and multiple redundant backend web servers. Each individual study contributes to the overall costs of the UNIX
based data storage and analysis component. Current annual costs for system administration, data storage and-
processing including software licenses (such as the EMC Legato backup suite, Veritas Foundation Suitg AS
and SPlus statistical packages), security auditing and administration, automated backup systems,-software
programming and hardware maintenance, and planned replacement of obsolete hardware are”“more than
$600,000 for approximately 300 users in 35 projects in areas of chronic disease epidemiology, respiratory
epidemiology, pharmacoepidemiology, and statistics. Each study is charged on a per FTE basis at a rate of
i-b)m) ;

-

per FTE and total costs may vary annually depending on the personnel load.

The total personnel load is|(b)(4) |(in the coming year, the project has only 10
months; therefore, the total cost will be{b)(4) | .

PC Desktop System Support

The Channing computer system operates a network of desktop computers for investigators to use in their daily
work activities. Services supported include word processing, graphical presentations, and spreadsheets. The
costs of maintaining the network include software licenses, service contracts on desktops and printers and
personnel to maintain the hardware as well as replacement of obsolete equipment. Annual costs are $300,000
serving 230 users within the Channing Laboratory at 181 Longwood Avenue. Each study is charged on a per
FTE basis at a rate of(b)(4) _per FTE and total costs may vary annually depending on the personnel load.

Fd

The total personnel load is|b)(4) h [in the coming year, the project has only 10
months; therefore, the total cost will bg(b)(4)

Total funds requested for computing:{(0)(4)

ey i
PHS 398/2530 (Rev. 11/07) Page 25 Continuation Format Page



Program Director/Principal Investigator (Last, first, middle): LAZARUS, Ross
GRANT NUMBER

1 R18 HS017045-02

CHECKLIST — RO\

1. PROGRAM INCOME (See instructions.)
All applications must indicate whether program income is anticipated during the period(s) for which grant support is requested. [f program income is
anticipated, use the format below to reflect the amount and source(s).

Budget Period Anticipated Amount Source(s)

2. ASSURANCES/CERTIFICATIONS (See instructions.)
In signing the application Face Page, the authorized organizational representative agrees to comply with the following policies, assurances and/or
ceriifications listed in the application instructions when applicable. Descriptions of individual assurances/certifications are provided in Part LIl of

the PHS 388, and listed in part |, 4.1 under Item 14. If unable to certify compliance, where applicable, pravide an explanation and place it after the Progress
Report (Form Page 5.)
3. FACILITIES AND ADMINISTRATIVE (F & A) COSTS F&A costs will mot be paid on construction grants, grants to Federal

Indicate the applicant organization's most recent F&A cost rate  organizations, grants to individuals, and conference grants. Follow any

established with the appropriate DHHS Regional Office, or, in the case of additional Instructions provided for Research Career Awards,

for-profit organizations, the rate established with the appropriate PHS Institutional National Research Service Awards, Small Business

Agency Cost Advisory Office. Innovation Research/Small Business Technology Transfer Grants,
foreign grants, and specialized grant applications.

DHHS Agreement dated: 08/27/07 [ ] No Facilties and Administrative Costs Requested.
[ ] No DHHS Agreement, but rate established with Date
CALCULATION*

(b)) b)(4)

Entire proposed budget period: Amount of base $ x Rate applied | = F&A costs

Add toTomErames stsrom Form Page 2 and enter ne\; total on Face Page, tem 8b.

*Check appropriate box{es):
E] Salary and wages base Modified total direct cost base D Other base (Explain)

D Off-site, other special rate, or more than one rate involved (Explain)
Explanation (Atfach separate sheet, if necessar

PHS 2590 (Rev. 11/07) Page Form Page 6



Form Approved Through 11/30/2010

OMB No. 0925-0001

Department of Health and Human Services
Public Health Services

Grant Progress Report

Grant Number

HS017045-02

Activity
R18

Review Group Type
1

Total Project Period

From: 9/30/2007
Requested Budget Period

From: 9/30/2008

Through: 9/29/2009

Through: 9/29/2009

1. TITLE OF PROJECT

Electronic Support for Public Health - Vaccine Adverse Event Reporting System

2a. PROGRAM DIRECTOR / PRINCIPAL INVESTIGATOR
{Name and address, street, city, state, zip code)
Francis X. Campion, MD, FACP

Harvard Vanguard Medical Associates
133 Brookline Avenue, Office of Clinical
Research

Boston, MA 02215

2b. E-MAIL ADDRESS

Farcisaoampion@vmed.org

Zc. DEPARTMENT, SERVICE, LABORATORY, OR EQUIVALENT
Internal Medicine

2d. MAJOR SUBDIVISION
Kenmore

2e. Tel: 617-421-5907

Fax 617-629-6090

3a. APPLICANT ORGANIZATION
(Name and address, street, city, state, zip code)

Harvard Vanguard Medical Associates, Inc.
275 Grove Street, Suite 3-300
Newton, MA 02466

3b. Tel: 617-421-2532 Fax 617-421-6021

3c. DUNS: 837855790

4, EN'I'I'I_'Y IDENTIFICATION NUMBER
043397450

E Yes

6. HUMAN SUBJECTS [ ] No

6a. Research If Exempt (“Yes” in  |If Not Exempt ("No” in

Exempt 6a): 6a):

DX No [ ] Yes Exemption No. IRB approval date
10/18/2007

5. NAME, TITLE AND ADDRESS OF ADMINISTRATIVE OFFICIAL

Richard Marshali, MD - Director of Research;
Harvard Vanguard Medical Associates 133 Brookline
Avenue, Office of Clinical Research Boston, MA 02215

6b. Federal Wide Assurance No. FWAQ0001459

6c. NIH-Defined Phase lll

Clinical Trial 4 No Yes

Tel: 617-859-5480 Fax. 617-421-6021
E-MAIL: richard_marshall@vmed.org

D Yes

7. VERTEBRATE ANIMALS No
7a. If “Yes,” IACUC approval Date

7b. Animal Welfare Assurance No.

10. PROJECT/PERFORMANCE SITE(S)
Organizational Name: Harvard Pilgrim Healthcare

DuNs: 07-172-1088

8. COSTS REQUESTED FOR NEXT BUDGET PERIOD

e
|8b. totaLs €M, @51

street 1: 133 Brookline Ave, 6" Floor

8a. DIRECT $54,570 Street 2:
9. INVENTIONS AND PATENTS DX No [] Yes city: Boston County:
lf“Yes, [ Previously Reported state: MA Province:
[] Not Previously Reported Country: USA Zip/Postal Code: 02215

Congressional Districts: 9

11. NAME AND TITLE OF OFFICIAL SIGNING FOR APPLICANT ORGANIZATION (ltem 13)
Richard Marshall, MD - Director of Research (richard_Imarshall@vmed.org)

TEL: 617-859-5480

|[Fax: 617-421-6021

|E-mAIL:

12. Corrections to Page 1 Face Page

13. APPLICANT ORGANIZATION CERTIFICATION AND ACCEPTANCE: | certify that the |SIGNATURE OF OFFICIAL NAMED IN  [DATE
statements herein are true, complete and accurate to the best of my knowledge, and acceptthe |11, (/n ink)
obligation to comply with Public Health Services terms and conditions if a grant is awarded as a
result of this application. | am aware that any false, fictitious, or fraudulent statements or claims W % ﬁ 24’
may subject me to criminal, civil, or administrative penalties.
PHS 2590 (Rev. 11/07) Face Page - Form Page 1
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Princ .« Investigator/Program Director (Last, Firs., Middle): LAZARUS, Ross
FROM TTHROUGH GRANT NUMBER
IETAILED BUDGET FOR NEXT BUDG
PERIOD DIRECT COSTS ONLY 09/30/08 09/29/09 1R18HS017075-02
PERSONNEL (Applicant organization only) |Months Devoted to Project DOLLAR AMOUNT REQUESTED (omit cents,
| | Cal | Acad Summe‘ SALARY | FRINGE |
NAME ROLE ON PROJECT _Mnths Mnths | r Mnths | REQUESTED | BENEFITS TOTALS
b)(6) . ~ [b)(4); (b)(6)
S:t_ejinr_:qu} |I:I\_fBStlgatO
Senior programmer
i, 1 '.

N

l

—
|
|

b)(4)
= == — ol
. [P@® I 54570,/
CONSULTANT COSTS b)(4) | 2 02
ol Hd:'-m‘l Yy
EQUIPMENT (ftemize) B
b (Aot CL,_.(,'{ & opee] - <
S (6) _ 0. ()
SUPPLIES (ltemize by category) \
0.
i
|
- R o - (c) 0
TRAVEL
o _ - (0) 0.
PATIENT CARE COSTS INPATIENT . (0) -
. OUTPATIENT (0} 0
ALTERATIONS AND RENOVATIONS (femize by category)
B I . R M __0; gy
OTHER EXPENSES (ltemize by category)
) = == - e [ﬂ'l =
SUBTOTAL DIRECT COSTS FOR NEXT BUDGET PERIOD ()(4)
CONSORTIUM/CONTRACTUAL COSTSDIRECT COSTS - N
'FINANCE AND ADMINISTRATION COSTS
. V
TOTAL DIRECT COSTS FOR NEXT BUDGET PERIOD (item 8a, Face Page) R £ 696317, 5 2

If



Program Director/Principal Investigator (Last, First, Middle): LAZARUS. Ross

GRANT NUMBER
BUDGET JUSTIFICATION 1 R18 HS017045-02

Provide a detailed budget justification for those line items and amounts that represent a significant change from that previously
recommended. Use continuation pages if necessary.

No significant changes to report.

FROM THROUGH
CURRENT BUDGET PERIOD  |g/200- 9/29/2008

Explain any estimated unobligated balance (including prior year carryover) that is greater than 25% of the current year's total budget.

PHS 2590 (Rev. 11/07) Page [\ Form Page 3



Principal InvestigatonProgram Director (Last, first, middie): 1. AZARUS, Ross

CHECKLIST ~ W\\/ M —

TYPE OF APPLICATION (Check all that apply.)

D NEW spplication. (This application is being submitted to the PHS for the first time.)

D REVISION of application number;

(This application replaces a pricr unfunded version of a new, competing continuation/renewal, or supplementalirevision application.)

INVENTIONS AND PATENTS
{Competing continuation/renewal appl. only}

[_] COMPETING CONTINUATION of grant numbex

(This application is to extend a funded grant beyond its current project period)  [_| No

[ suppLEMENT to grant number__

L] Previousyy raparted
D Yes. If "Yes," L El Nat previously reported

(This application is for additional funds to supplement a currently funded grant.)

D CHANGE of principal investigator/program director.

Name of former principal investigatorfprogram director:

|:] CHANGE of Grantse Institution. Name of former institution

I:l FOREIGN application |:| Doemstic Grant with foreign involvement

Country(ies)
invoived:

1. PROGRAM INCOME (See Instructions.)

All applications must indicate whether program income is anticipated during the period(s) for which grant support is requested. If program
income Is anticipated, use the format below to reflect the amount and source(s).

Budget Period Anticipated Amount

Source(s)

2. ASSURANCES/CERTIFICATIONS (See Instructions)

In signing the application Face Page, the authorized
organizational representative agrees fo comply with the
following policies, assurances and/of certificaions when
applicable. Descriptions of individual assurances/certifications
are provided in Part lll. If unable to certify compliance, where
applicable, provide an explanation and place it after this page.
-Human Subjects; -Research Using Human Pluripotent Stem
Cells;

-Research on Transplantation of Human Fetal Tissue; -Women
and

Minority Inclusion Policy; -Inclusion of Chidren Policy, -
Vertebrate Animals;

Debarment and Suspension;, -Drug- Free Workplace
(applicable to new [Type 1] or revised [Type 1] applications
only): - Lobbying; -Non-Delinquency on Federal Debt; -
Research Misconduct; -Civil Rights (Form HHS441 or HHS
690); -Handicapped Individuals (Form HHS 641 or HHS
690); -Sex Discrimination (Form HHS 639-A or HHS 690); -
Age discrimination (Form HHS 680 or HHS 600y -
Recombinant DNA and Human Gene Transfer Research, -
Financial Conflict of Interest -Smoke Free workplace; -
Prohibited Research; -Select Agent Research; -Pl
Assurance

3. FACILITIES AND ADMINISTRATIVE COSTS (F&A) INDIRECT COSTS. (See specific instructions).

El DHHS Agreement dated:

|:| DHHS Agreement being negotiated with

No Facilities and Administration Costs Requested

Regional Office

D No DHHS Agreement, but rate established with

Date

CALCULATION® (The antire grant application, including the Checkdist, will be reproduced and provided fo peer reviewers as confidential information. )

a. Initial budget period: Amount of base: $ X Rate Applled %=F&A costs

b. 02 year Amountofbase: $  |(D)(4)  |XRate appied  [(0)(4) 9=FaA cost:|(D)(4)

¢. 03 year Amount of base; § X Rate Applied %=F&A costt 50

d. 04 year Amount of base: § X Rate Applied %=F&4 coste $0

e. 05 year Amount of base: § X Rate Applied %=F&A costs S0
TOTAL F&A Costs (b}{q.}

*Check appropriate bax{es):

[ ] setery and wagesbase [ _|Modified total drect cost base ] Other base (Explein)

Off-site, other special rate, or more than one rate involved (Expiain)
Explanation (Attach separate sheet, if necessary.):

HVMA uses the approved HPHC off-site indirect rate of 27.6% for this award

PHS 358 (Rev. 04/08) Page - Checkllst Form Page
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principal Investigator/Program Director (Last, first, middle): LAZARUS, Ross

OTHER SUPPORT
Ross LAZARUS, M.B.B.S., M.Med., M.P.H.
(Brigham and Women'’s Hospital)

ACTIVE - Brigham Administered Grants

2 U01 HL065899-05 (Weiss) 08/01/05 — 06/30/10 0.60 CM

NIH/ NHLBI $1,452,435 %

The Pharmacogenetics of Asthma Treatment

The major goal of this project is to determine the genetic basis for differences observed in patient responses to
various asthma treatments. Overlap: None.

1 P01 HK000016-04 (Platt) 01/01/06 - 12/31/08 | Y1 1.44CM
Centers for Excellence in Public Health Informatics (ESP) $932,178

Enhancing Public Health through Electronic Medical & Personal Health Records/ Informatics Core

This work will build directly on this group’s accomplishments in developing the CDC National Bioterrorism
Syndromic Surveillance Demonstration Project. ESP will serve three major functions: 1) Completely
transparent reporting of conditions where all required information can be extracted from EMRs, 2) Initiation of
reporting that triggers an automated query to clinicians if non-extractable information, and 3) Automatic
responses to electronic queries by health authorities regarding demographic and treatment status of indivi

with positive laboratory tests. Overlap: None

1 R0O1 HG003646-01A1 (Lazarus) 12/01/05 — 11/30/08 rbo\‘ﬂ“r; 4.68 CM

NIH $2,266,379

A Genetic Association Research Statistical Framework (BISTI)

The specific aims of this project include software support for importing experimental data and genomic
annotation; methods for statistical power calculations and for selecting maximally informative subsets of
markers during experimental design; methods for visualizing and summarizing experimental results;
established and recently developed methods supporting statistical inference on single markers, muitiple
markers and on the epistatic and gene by environment interactions characteristic of these diseases and
needed for emerging fields of study such as pharmacogenetics. Overlap: None.

1 P01 HLO83069 (Weiss) 03/23/07 - 01/31/12 \4’11 .82 CM

NIH $1,515,000

Common Genetic Determinants of Asthma and COPD (PPG Core 3 - Bioinformatics)

The goal of this core is to develop novel bioinformatics tools to be used by Projects 1-4 of the grant, the
analysis of human and mouse microarray datasets, and the maintenance of the PPG website, which will be
modeled from a former Channing Laboratory PGA website. In addition, this core will provide a wide variety of
statistical tools for genetic association analysis, as well as up-to-date information on genetic association
studies, mouse genetics, and the functional genomics work of Projects 1-4. Overlap: None.

1 RO1 HL066289 (Weiss) 4/1/07-3/31/11 7, 0.10CM
NIH/NHLBI $2,940,680 \*

The Genetic Epidemiology of Asthma in Costa Rica

The goal of this competing continuation grant is to use linkage disequilibrium mapping to test the hypothesis
that a gene(s) on chromosome 12q24 influences asthma and airway responsiveness in Costa Ricans, and that
a gene(s) on chr. 20p12 influences total serum IgE in male Costa Ricans. This goal will be accomplished by a)
genotyping SNPs in these regions to perform fine-mapping family-based association studies to identify
candidate genes for asthma and/or its intermediate phenotypes, and b) testing for association between SNPs
and haplotypes in selected candidate genes and asthma and/or its intermediate phenotypes in families of
children with asthma.
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ACTIVE (Continued) — Brigham Administered Grants

R01 HL086601-01 (Raby) 12/01/06-11/30/10 ﬁ*?’ﬁ 0.36 CM
NIH/NHLBI

Genetics and Gene Expression Profiling in Asthma

The goal of this project is to integrate gene expression microarray data with family-based genetic association
studies to identify genetic variants that influence the severity of asthma through regulation of gene expression.
Overlap: None

1 R18 HS017045-01 (Lazarus) 09/30/07- 09/29/09 9{;"70 240CM
AHRQ $247,144

Electronic Support for Public Health: Vaccine Adverse Event Reporting System (ESP:VAERS)

This project seeks to perform systems analysis, design and application programming for enhancements to
existing ESP software to enable the creation and management of diagnosis and therapeutic exposure
registries.

1 R01 HLO93076A (Raby) 07/01/08 — 06/30/12 5‘?:0.60 CM

NIH $491,542

Structural Genetic Variation in Asthma

We will perform a family-based genome-wide association study of DNA copy-number variation (CNVs) in 430
families ascertained through the Childhood Asthma Management Program (CAMP) to identify novel CNVs that
confer risk for childhood asthma. Identified loci will be tested for replication in three independent asthma
cohorts of diverse ancestry. Follow-up SNP-based linkage disequilibrium mapping studies and functional
evaluations will be performed for CNVs demonstrating consistent and reproducible association with asthma.

5
z’r} L
1 A
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Kb)(6) |
Other Support
ACTIVE
Prime: CRN - Group Health Cooperative
U19CA079689
HPHC PI (Fletcher)
NCI 5/1/07 — 4/30/12 .84 calendar (7%)

$263,090.00 (HPHC Direct Costs, yr 1)

Cancer Research Network Across Health Care Systems — Infrastructure

The CRN has successfully developed a productive collaborative cancer research consortium. We plan to
improve the research capacity of the CRN and use it to conduct a broad array of cancer research studies that
relate to NCI research priorities or questions of importance to CRN investigators and our academic
collaborators.

Prime: Harvard Pilgrim Health Care (Platt)

HHSA29020050033]1 Task Order 5

HPHC PI (Platt)

AHRQ 9/25/2007 — 12/24/2008 2.88 calendar (24%)
HPHC Direct Costs: $1,681,835

Developing a Distributed Research Network and Cooperative to Conduct Population-based Studies and Safety
Surveillance

To support AHRQ's Effective Health Care program, the DECIDE centers at the HMO Research Network Center
for Education and Research on Therapeutics (HMORN CERT) and the University of Pennsylvania will

develop a design and specifications for a scalable distributed research network to support a wide array of
purposes related to therapeutics, including comparative effectiveness, safety, and utilization, as well as quality
of care research. They will implement a prototype, conduct a proof of principle research project on
hypertension therapy, and make recommendations for future expansion of the network.

Prime: Harvard Pilgrim Health Care (Platt) 1.8 calendar (15%)
HHSF223200710017C

HPHC PI (Brown)

AHIP 9/30/2007 — 9/29/2008

HPHC Direct Costs: $114, 464

Using Electronic Health Data for Influenza Vaccine Safety: New Methodologies and Considerations (Flu Il)
The primary goal of the proposed activities is to build on and expand the activities undertaken as part of the
previous FDA sponsored pandemic flu study (Elective K) and other FDA sponsored flu activities. This
additional funding will support a number of new activities, including, collaboration with FDA on implementation
and interpretation of sequential methods for active flu safety surveillance, assessment of key methodological
considerations in conducting real-time surveillance using administrative claims data, and evaluation of selected
outcome measures across data sources.

Prime: Harvard Pilgrim Health Care (Lazarus)

1R18HS017045
HPHC PI (Lazarus) 10/01/2007 — 9/30/2008 1.08 calendar (9%)
AHRQ HPHC Direct Costs: $449,809

Electronic Support for Public Health - \VVaccine Adverse Events Reporting System (ESP VAERS)
PHS 388/2590 (Rev. 09/04, Reissued 4/2006) Page Continuation Format Page
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Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).

Prime: Harvard Pilgrim Health Care (Platt)
1U18HS016955-1

HPHC PI (Brown)
AHRQ 10/01/07-9/30/11 3.6 calendar (30%)
$263,090.00 (HPHC Direct Costs, yr 1)

The HMO Research Network Center for Education and Research in Therapeutics (CERT 3)

The overall vision of the HMO Research Network CERT is to advance population health through acquisition
and widespread dissemination of knowledge about best therapeutics practices. We accomplish this by taking
advantage of the research and dissemination opportunities afforded by health plans’ defined populations, their
large provider groups, and their unique data sources. In the aggregate these health plans cover a substantial
majority of the U.S. population. This leads to this CERT’s theme, "Improving therapeutics' use, safety, and
effectiveness, through research, dissemination, and education using health plans' defined populations,
providers, delivery systems, and data."

Prime: Harvard Pilgrim Health Care (Platt)
HPHC Pi {Platt) 11/01/2004 — 10/31/2008 |(b)(4}
(b)(4) b)(4)

Enhanced Identification of Adverse Drug Events

The primary objective of this study is to develop and test population-based systems for early identifications of
adverse drug events and characterization of unsafe prescribing practices. Analyses will use Sequential
Probability Ratio Testing (SPRT), the Poisson Gamma Shrinkage Method, and the Tree-Based Scan Statistic
to evaluate their performance in detecting suspected and unsuspected adverse drug event associations.

OVERLAP: A

None at present. ® ¢
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OTHER FINANCIAL SUPPORT

b)(6)
ACTIVE SUPPORT
G
1R18HS017045 (Lazarus) 10/1/2007 — 9/30/2008 / ‘0 /
ESP VAERS $449,809 /"
1.20 Person-months L

Electronic Support for Public Health - Vaccine Adverse Events Reporﬁnﬁ?ystem (ESP: VAERS)

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).

Role: Co-Investigator
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OTHER FINANCIAL SUPPORT
b)(®)
ACTIVE
K24 HL 068041 (Gillman) 9/30/01 - 7/31/11  0.48 calendar ,
NIH $164,904 wiv

Patient-oriented research in early life origins of CVD

The research focus of this midcareer patient-oriented investigator award is a study of maternal diet, placental
hormones, and offspring blood pressure. The award also serves as a mechanism to strengthen the PI's
mentorship capabilities.

K24 HD 047667 (Lieu) 7/01/04 — 6/30/09 0.48 calendar ‘)\o’ lo

NICHD $128,633

Enhancing prevention for children in diverse populations

This mid-career investigator award in patient-oriented research supports Dr. Lieu's time for mentoring
beginning investigators and will add new activities to an ongoing study on racial/ethnic disparities in medication
use by children with persistent asthma.

RO1 HL 075504 (Gillman) 8/01/04 — 4/30/09 0.24 calendar (|,
NIH $460,889

Maternal fatty acids, child obesity and asthma immunity

In this expansion of Project Viva, a prospective longitudinal cohort study of pregnant women and children, our
goal is to examine associations of maternal gestational fatty acid intake, fatty acid levels in offspring blood,
fetal growth, and postnatal weight status with markers of allergy and inflammation at the age of 3 years.

R0O1 HD 050866 (Gillman) 8/22/05 — 6/30/10 0.54 calendar *f o
NIH $394,738 Ji

Improving primary care to prevent childhood obesity

The overall goal of this research is to assess an innovative, sustainable primary care practice change
intervention to prevent obesity among young children. To achieve this goal, we will conduct a cluster-
randomized controlled trial in 10 pediatric practices of a large multi-site group practice in eastern
Massachusetts. The trial will include 400 children age 2-5 years at elevated risk of obesity based on their and
their parents’ body mass indexes. The primary aim is to assess the extent to which the intervention, compared
with the usual care control condition, reduces change in body mass index over a 6-month intervention and 2-
year follow-up period.

P01 CD 000260 (Platt) 9/30/05 — 9/29/08 1.20 calendar "

CDC $101,648 '

Public Heath Information Center of Excellence: Enhancing public health through electronic medical and
personal health records

The center will link Electronic Medical Records (EMRs), Personally Controlled Health Records (PCHRs), and
electronic public health reporting and communication systems by developing scalable information
infrastructures to enable information exchange between individuals, health care providers and public health
authorities to build on existing infrastructure to enhance communications to improve public health practices.

U01 GM 076672 (Platt) 2/01/06 — 1/31/11 1.20 calendar /i,
NIGMS $3,001,609 g
Modeling health systems infectious disease data

This project will develop models for early detection and monitoring of infectious disease outbreaks. These
models will be applied at different geographical scales, from individual wards of a single hospital to a whole
country, as well as for different data specificity from very general symptoms to microbial disease strains and
antimicrobial resistance profiles.
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ACTIVE (cont.
RO1 HD 034568 (Gillman) 7/01/06 - 6/30/10  0.96 calendar )
NIH $700,109 9

Pre- and peri-natal predictors of childhood obesity

The aim of this prospective longitudinal cohort study of pregnant women and their children is to examine the roles of
prenatal dietary and hormonal factors, infant feeding, and postnatal growth in the development of obesity and
related disorders at 7 years of age in Project Viva.

RO1 Al 066304 (Finkelstein) 8/01/06 - 7/31/10 0.24 calendar 'ﬂ.a

NIH $494,303

Post-PCV pneumococcal population genetics and resistance

This study will 1) measure trends in carriage of Streptococcus pneumoniae in a multi-community sample of
young children following introduction of pneumococcal conjugate vaccine, Including changes in prevalence,
serotypes carried, and serotype-specific antibiotic resistance; 2) Test competing hypotheses to account for in
pneumococcal population structure following PCV7 introduction; and, 3) Determine if previously documented
risk factors for carriage of S. pneumoniae (overall) and penicillin non-susceptible S. pneumoniae continue to
predict carriage in the post-PCV7 era.

R21 DK 073739 (Rich-Edwards) 9/30/06 - 8/31/08  0.48 calendar U °
NIH $72,597

Lactation and diabetes risk factors in women

This study will examine the associations of lactation duration with levels of insulin resistance at 3 years

postpartum.

R0O1 PH 000032 (Kleinman) 9/30/06 — 9/29/08 1.20 calendar 1) '~

NIH $496,499 "

Data evaluation for early disease outbreak detection

This project evaluates and compares the efficacy of different health services data sources for early disease
outbreak detection, including telephone inquiries, ambulatory care visits, emergency department visits,
laboratory test requests and results, radiology tests, hospitalizations, drug prescriptions and drug dispensing.

RO1 HL 064925 (Gillman) 5/15/07 - 3/31/11 0.48 calendar L'fi‘ v
NIH $657,580

Maternal vitamin D, adiposity in early life, and risk of childhood asthma

The overall goal of this proposal is to examine associations of maternal and child nutritional status with
development of asthma-related outcomes by the age of 7 years.

(Lazarus) 7/01/07 - 6/30/09 0.24 calendar a W
AHRQ $500,000
ESP: VAERS

Vaccination programs are a cornerstone of modern public health. Public and professional confidence in health
care quality depends on reliable post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. The goal of ESP:VAERS is to improve the quality of health care by
improving the quality of physician-initiated adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS). We will use electronic medical records available from all
ambulatory care encounters in a large multi-specialty practice to achieve this goal.
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ACTIVE (cont.)

R18 HS 017201 (Simon) 9/01/07 — 6/30/10 0.48 calendar

AHRQ $225,000
Improving laboratory monitoring in community practices: A randomized frial
Medication errors occur frequently among patients in the ambulatory setting and cause many preventable
adverse drug events; thus, they constitute an important target for patient safety and quality improvement. We
propose a community-based randomized controlled trial of clinical-decision support to improve laboratory
monitoring of medication use and a results management program to improve the timely follow-up of abnormal
laboratory tests. This practical clinical trial will evaluate the effectiveness of promoting clinicians’ use of
commercially available healthcare information technology to improve medication safety in the ambulatory care
setting.

W

RO1 ES 016314 (Oken) 4/01/08 — 2/28/12  0.60 calendar

NIH $258,028

Effects of prenatal diet and mercury exposure on child behavior and development

The goals of this project are to study associations of maternal fish intake and blood levels of mercury, n-3 fatty
acids, and selenium during pregnancy with child cognition and behavior at age 7 years. A,

PENDING a0
\ 1000

RO1 (Gillman) 7/01/08 — 6/30/12 5)490.60 calendar 3 %

NIH $250,000 W

Limiting weight gain in overweight pregnant women: Effects on mother and child R

- 7
gain among overweight and obese pregnant women on markers of adiposity and cardio-metabolic risk in ﬁ’%

BN
The overall goal of this proposal is to assess the effects of an intervention to limit excessive gestational weing
mother, fetus, and newborn. i 'b#/

(Taveras) 7101/08 — 6/30/09 3" 0.36 calendar

CcDC $50,000

Early child feeding patterns and risk of childhood obesity: Longitudinal analyses of Project Viva

To examine the longitudinal relationship between parental control of infant feeding, in particular restriction and
pressure to eat, with measures of overweight and adiposity at age 3 years; and to examine if maternal prenatal
concern about her child’s future weight and eating is associated with the use of controlling and restrictive_—

practices in early childhood and with obesity and adiposity at age 3 years. PR ;
o g >
RO1 (Mandl) 10/01/08 — 9/30/11 4 0.60 calendar y
NIH $43,554 *
Informatics-enabled transitions: Capacitating care of complex pediatric patients /

This project advances a powerful model of using a personally controlled health record (PCHR) for process and
information integration across ambulatory settings and a health plan. The patient and family-centered
technology facilitates the chronic care model and capacitates the medical home to provide high quality care
across populations of complex patients during high risk transitions.
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PENDING (cont.)

G13 (Kleinman) 12/01/08 — 11/30/10 1.80 calendar

NIH $50,000 Vi z,/v,

SAS/R dictionary for health researchers e 2

The product of this project will be a dictionary that will contain instructions for doing tasks common to statistical
analysis of public health data in the two most important statistical software packages. Currently users of these
packages find it difficult to transfer their knowledge from one system to another, limiting their analyses and
making them less productive. Since much medical advancement depends on statistical analysis, the book will
enable quicker and more accurate advancement by making statistical analysis more productive and more
accurate.

OVERLAP

Should additional grants be funded during the award period of currently active grants, | will reduce effort on
one or more to ensure that my total effort does not exceed 12.00 calendar person months.
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OTHER FINANCIAL SUPPORT
(b)(6)
ACTIVE SUPPORT
801HKO000016-03 (Platt) 9/30/2007 — 9/29/2008 Na
CDC Center of Excellence in PHI Center $1,467,013 p

2.4 Person-months
Enhancing Public Health Through Electronic Medical and Personal Health Records
This Center of Excellence in Public Health Informatics will be a partnership of three entities that have expertise
in design and use of Electronic Medical Records, Personally Controlled Health Records, and electronic public
health reporting and communication systems. The center will link these disparate systems by developing
scalable information infrastructures to enable information exchange between individuals, health care providers
and public health authorities
Role: Co-Investigator, Electronic Support for Public Health (ESP) Project

1R18HS017045 (Lazarus) 10/1/2007 - 9/30/2008 / G
ESP VAERS $449,809 m?

4.20 Person-months
Electronic Support for Public Health - Vaccine Adverse Events Reporting System (ESP: VAERS)
Routine vaccination has dramatically decreased the incidence of many serious diseases, and new vaccines
are becoming available to improve the quality of health care. Vaccination programs are a cornerstone of
modern public health, and are of central importance in preparedness for dealing with potential health
emergencies, such as the recurrence of pandemic influenza. Public and professional confidence in vaccination
depends on reliable post-marketing surveillance systems, to ensure that rare and unexpected adverse effects
are rapidly identified. Our goal is to improve the quality of vaccination programs by improving the quality of
physician adverse vaccine event detection and reporting to the national Vaccine Adverse Event Reporting
System (VAERS).
Role: Co-Investigator
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PLATT, RICHARD

ACTIVE
1U01 GM76672-03 (Platt) 2/1/2006 — 1/31/2011 _1.80 calendar
NiH $552,777 o

t 19
Modeling Health System Infectious Disease Data (MIDAS) ‘ J

The major goal of this study will be the development of models for the early detection of infectious disease
outbreaks and for monitoring an outbreak after it has been detected.

8P01HK000016-03 (Platt) 9/30/2005 - 9/29/2009 0’[2.40 calendar
cbe $1,669,013 P>
Public Health Informatics Center of Excellence

This Center of Excellence in Public Health Informatics will be a partnership of three entities that have
expertise in design and use of Electronic Medical Records, Personally Controlled Health Records, and
electronic public heaith reporting and communication systems.

)
200-2002-00732 (Platt) 9/20/2003 - 9/19/2012 !Aﬂ 0.48 calendar
CDC via AHIP $884,345
Vaccine Safety Surveillance and Assessment (VSD2)

The major goal of this project is to study ongoing and emerging topics on the potential association of
vaccines with adverse outcomes.

)
5U01 CI000344-03 (Platt) 2/1/2006 — 9/19/2011 \a_) *1.8 calendar
CDC $298,466
Eastern Massachusetts Prevention Epicenter Program

Continuation of the work to develop population-based methods for identifying and preventing healthcare-
associated infections (nosocomial infections). This work is being conducted by a consortium of the three
largest HMOs and two large integrated delivery systems in Massachusetts.

HHSF22320051001 (Platt) 9/23/2005 - 9/22/2010 \ﬂo 0.12 calendar
FDA $562,000
HMORN CERT Epidemiologic Studies of Adverse Effects of Marketed Drugs

This study will provide data and resources that can be used to rapidly evaluate safety and utilization
patterns of marketed prescription drugs and provide a mechanism for collaborative pharmacoepidemiologic
research to protect the public’s health.

HHSA290200500331 (Platt) 08/29/2005 - 08/28/2010 9\3‘ 2.40 calendar
AHRQ $1,800,000 th»
The DEcIDE Network

The overall aim of this proposal is to use the health plans’ defined populations, providers, delivery systems,

and unique data resources to develop information about therapeutic effectiveness within typical clinical
settings.

2



HHSF23200710017C (Platt) 09/30/2007 — 09/29/2008 A 0.10 calendar
FDA $150,000 \
Using Electronic Health Data for Influenza Vaccine Safety: New Methodologies and Considerations (FLUII)

The goal of this project is to use real-time vaccine safety surveillance to plan for a pandemic.

MTAS3 (Platt) 01/01/2007 — 12/31/2009|(P)(4)
Y4 I [(b)(4)
Risk of Guillain-Barré following meningococcal conjugate (MCV4) vaccination

This project is a multi-site retrospective cohort study of the relationship between immunization with
tetravalent meningococcal conjugate vaccine (MCV4) and Guillain-Barré syndrome (GBS) in adolescents
over the 42-month period of March 1, 2005 to August 31, 2008.

1R18HS017045 (Lazarus) 9/30/2007 — 9/30/2009 ’3"]
AHRQ $499,809

Electronic Support of Public Health: Vaccine Adverse Event Reporting System (ESP:VAERS)

tl
.36 calendar

Our goal is to improve the quality of vaccination programs by improving the quality of physician adverse
vaccine event detection and reporting to the national Vaccine Adverse Event Reporting System (VAERS).
Electronic medical records available from all ambulatory care encounters in a large multi-specialty practice
will be used. Approved reports will be securely transferred to the CDC VAERS program as electronic
messages in an interoperable heaith data exchange format (HL7).

HHS NCRR (Nadler) 5/19/2008 - 4/30/09 1"V 2.0 calendar
NIH $22,148,106 \
CTSA — Developing Future Leaders of Clinical and Translational Research.

Harvard joins the National Institutes of Health's Clinical and Translational Science Award (CTSA)
consortium. Creating a unique network of medical research institutions across the nation, the consortium is
working to reduce the time it takes for laboratory discoveries to become treatments for patients and to
engage communities in clinical research efforts. It also is fulfilling the critical need to train the next
generation of clinical and translational researchers. The consortium is led by the National Center for
Research Resources (NCRR), a part of the NIH.

PENDING:
None

QVERLAP:
None
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Principal Investigator/Program Director | AZARUS, Ross

GRANT NUMBER
PROGRESS REPORT SUMMARY 1 R18 HS017045-02
PERIOD COVERED BY THIS REPORT
PRINCIPAL INVESTIGATOR OR PROGRAM FROM THROUGH
DIRECTOR: Lazarus, Ross, MBBS, MPH 09/30/2007 09/29/2008

APPLICANT ORGANIZATION
Harvard Pilgrim Health Care

TITLE OF PROJECT (Repeat title shown in Iltem 1 on first page)
Electronic Support for Public Health — Vaccine Adverse Event Reporting System (ESP:VAERS)

A. Human Subiects (Complete Item 6 on the Face Paae)

Involvement of Human ® No Change Since Previous O Change
B. Vertebrate Animals (Complete Item 7 on the Face Page)

Use of Vertebrate Animals R No Change Since Previous O Change
C. Select Agent Research ® No Change Since Previous O Change
D. Multiple Pl Leadership Plan X No Change Since Previous O Change

SEE PHS 2590 INSTRUCTIONS.

WOMEN AND MINORITY INCLUSION: See PHS 398 Instructions. Use Inclusion Enroliment

Vaccination programs are a cornerstone of modern public health. Public and professional confidence
in health care quality depends on reliable post-marketing surveillance systems to ensure that rare and
unexpected adverse effects are rapidly identified. The goal of ESP:VAERS is to improve the quality
of health care by improving the quality of physician-initiated adverse vaccine event detection and
reporting to the national Vaccine Adverse Event Reporting System (VAERS). ESP:VAERS is on its
way towards being implemented and tested in collaboration with Atrius Health, the same multi-site,
multi-specialty medical practice with over 600,000 patients where ESP is already deployed. We
anticipate that ESP:VAERS will lead to better measurement of the safety profile of vaccines, and
improve available measures of the quality and safety of existing and future vaccination programs in
health care.

A. Specific Aims — no change
B. Studies and Results

Aim 1: Identify required data elements, and develop systems to monitor ambulatory care electronic
medical records for adverse events following vaccine administration.

During this first-year, the majority of effort has been focused upon the consultative development,
refinement, validation & testing of adverse event (AE) criteria for identifying case histories that might
be suggestive of an adverse effect following vaccination. In collaboration with our Atrius Health,
Brighton Collaboration and CDC partners, we have identified the specific data elements needed, and
developed functioning representations of adverse event (AE) criteria definition and case detection
algorithms. In addition to review by the internal CDC Brighton Collaboration liaison, our AE criteria
has also received review & comment from the CDC’s Clinical Immunization Safety Assessment
(CISA) Network. We can identify and generate HL7 messages for cases of fever within arbitrary
periods of vaccination, and those messages are currently in validation testing as we extend the
complexity of AE algorithms.

o
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The consultation process allowed us to refine the design of our systems and computer code to the
agreed specifications. We have a functioning use case specification and can quickly extend this to the
range of conditions. Testing and validation are underway, and development and testing of the more
complex case detection algorithms is underway.

Aim 2: Prepare, and securely submit clinician approved, electronic reports to the national Vaccine
Adverse Event Reporting System (VAERS).

With help from our CDC partners, we have reviewed and agreed upon an initial HL7 specification
describing the elements for an electronic message to be submitted to Constella, the consultants
engaged by CDC for this project. Sample test messages have been supplied, and we have PHINMS
functioning between Harvard and Constella.

We have established PHINMS communication and have code producing VAERS HL7 reports for
fever within 4 days of a vaccination as a test case. In addition, we have ironed out detailed issues
having to do with multiple vaccinations received during one office visit, and multiple AE's arising from
single or multiple vaccination events. Progress with this aim is underway & currently in test-phase.
We expect to begin submission to VAERS within the next 3 months.

Aim 3: Comprehensively evaluate ESP:VAERS performance in a randomized trial, and in comparison
to existing VAERS and Vaccine Safety Datalink data.

As ESP:VAERS is still in the programming/implementation stages we have yet to have an opportunity
to perform these performance assessments. Measurement of system impact wili be measures via a
cluster randomized trial, which is expected to begin during the 2" to 3" quarters of Year 2.

Aim 4: Distribute documentation and application software developed and refined in Aims 1 and 2 that
are portable to other ambulatory care settings and to other EMR systems.

The ESP:VAERS case-management website is currently under construction. This activity cannot be
completed until the more fundamental code is tested and stable since the detection algorithms will
drive the web site. The existing web site at http://esphealth.org will serve as the prototype as planned.

C. Significance

Routine vaccination has dramatically decreased the incidence of many serious diseases, and new
vaccines are becoming available to improve the quality of health care. Vaccination programs are a
cornerstone of modern public health, and are of central importance in preparedness for dealing with
potential health emergencies, such as the recurrence of pandemic influenza. Public and professional
confidence in vaccination depends on reliable post-marketing surveillance systems, to ensure that
rare and unexpected adverse effects are rapidly identified. Our goal is to improve the quality of
vaccination programs by improving the quality of physician adverse vaccine event detection and
reporting to the national Vaccine Adverse Event Reporting System (VAERS). Electronic medical
records available from all ambulatory care encounters in a large multi-specialty practice will be used.
Every patient receiving a vaccine will be automatically identified, and for the next 30 days, their health
care diagnostic codes, laboratory tests, and medication prescriptions will be evaluated for values
suggestive of an adverse event. When a possible adverse event is detected, it will be recorded, and
the appropriate clinician will be notified electronically. Clinicians will be able to preview a pre-
populated report, with information from the electronic medical record about the patient, including
vaccine type, lot number, and possible adverse effect, to inform their clinical judgment about whether
they wish to send a report. Clinicians will have the option of adding free-text comments to pre-
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populated VAERS reports, or to document their decision not to send a report. Approved reports will
be securely transferred to VAERS as electronic messages in an interoperable health data exchange

format (HL7).

As the majority of ESP:VAERS activity during this quarter has been related to logistical /
programming activity in order to prepare for system implementation, there has been no data
collection that would inform Key Findings at this time.

The ESP:VAERS project is of great interest to a number of external groups. An ESP:VAERS
introductory poster was presented at the CDC’s annual Vaccine Safety Datalink (VSD) in April, 2008.

Year 1 Publications & Presentations

e Lazarus, R, Klompas M, Hou X, Campion FX, Dunn J, Platt R. Automated Electronic Detection
& Reporting of Adverse Events Following Vaccination: ESP:VAERS. The CDC Vaccine Safety
Datalink (VSD) Annual Meeting. Atlanta, GA; April, 2008. (see appendix)

D. Plans

In the coming year, we plan to evaluate the ESP:VAERS system by comparing adverse event
findings to those in the Vaccine Safety Datalink project, and in a randomized trial to test the
hypothesis that the combination of secure, computer-assisted, clinician approved, adverse event
detection and automated electronic reporting will substantially increase the number, completeness,
validity and timeliness of physician approved case reports to VAERS compared to the existing
spontaneous reporting system.

E. Project-Generated Resources

Once code is tested, finalized & ready to share, we plan to modify the existing ESP resource center
(http://esphealth.org) , and in particular, the Subversion repository available at
hitp://esphealth.org/trac/ESP/browser/trunk/ESP to include the new ESP:VAERS source code and
documentation.
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ESP:VAERS

R. Lazarus', M. Klompas', X. Hou?, F.X. Campion!, J. Dunn', R. Platt!
1)Department cf Ambulatory Care antd Prevention; Harvard Medical School and Harvard Pllgrim Health Care, Baston, MA
2) Channing Laboratory, Boston, MA
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Program Director/Principal hivestigator (Last, first, middle): LAZARUS. Ross

GRANT NUMBER
1P01HK000016-04

CHECKLIST ~ \\p4\C

1. PROGRAM INCOME (See instructions.)
Al applications must indicate whether program income is anticipated during the period(s) for which grant support is requested. If program income is
anticipated, use the format below to reflect the amount and source(s).

Budget Period Anticipated Amount Source(s)

2. ASSURANCES/CERTIFICATIONS (See instructions.)

In signing the application Face Page, the authorized organizational representative agrees to comply with the policies, assurances and/or certifications
listed in the application instructions when applicable. Descriptions of individual assurances/certifications are provided in Part Il of the PHS 398, and
listed in Part |, 4.1 under item 14. If unable to certify compliance, where applicable, provide an explanation and place it afier the Progress Report
(Form Page 5).

3. FACILITIES AND ADMINSTRATIVE (F&A) COSTS F&A costs will not be paid on construction grants, grants to Federal

Indicate the applicant organization’s most recent F&A cost rate organizations, granis to individuals, and conference grants. Follow any

established with the appropriate DHHS Reglonal Office, or, in the case of additional instructions provided for Research Career Awards,

for-profit organizations, the rate established with the appropriate PHS Institutional National Research Service Awards, Small Business

Agency Cost Advisory Office. Innovation Research/Small Business Technology Transfer Grants,
foreign grants, and specialized grant applications.

DXl pHHS Agreement dated:  1/02/08 [] No Facilities and Administrative Costs Requested.

[] No DHHS Agreement, but rate established with Date

CALCULATION*

b)(4 s
Entire proposed budget period: Amount of base § p)(4) x Rate applied (o)) % =F&A costs § b)(4)

Add to total direct costs from Form Page 2 and enter new total on Face Page, Item 8b.

*Check appropriate box(es):
[] saiary and wages base (7] Modified totat direct cost base [] other base (Explain)

D Off-site, other special rate, or more than one rate involved (Expiain)
Explanation (Attach separate sheet, if necessary.):

PHS 2590 (Rev. 11/07) Page Form Page 6
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Program Director/Principal Investigator (Last, First, Middle):

LAZARUS, Ross

SENIOR/KEY PERSONNEL REPORT

Place this form at the end of the signed original copy of the application. Do not duplicate.

GRANT NUMBER
1 R01 HS017045-02

All Key Personnel for the Current Budget Period {do not include Other Significant Contributors)

SSN

(ast 4 Role on Project Months Devoted to Project

Name Degree(s) digits) {e.g. PD/PI, Res. Assoc.) Cal Acad | Summer
Ross, Lazarus MBBS,MPH Principal Investigator 240
b)(6) PhD Co-Investigator 1.08
MD Co-Investigator 1.20
ScD Co-Investigator 0.60
MD, MPH Co-Investigator 3.60
MD, MSc Co-Investigator 0.36

W

<&
PHS 2590 (Rev.11/07) Page _ _ Form Page 7
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Harvard Pilgrim
Health Care

25 September 2007

Ross Lazarus

Director of Bioinformatics

Channing Laboratory, Brigham & Women’s Hospital
181 Longwood Avenue

Boston, MA 02215

Dear Dr. Lazarus,

Your study, entitled Electronic Support for Public Health: Vaccine Adverse Event
Reporting System (ESP: VAERS) and funded by the Agency for Healthcare Research
and Quality (AHRQ), has been approved by the Harvard Pilgrim Health Care Office of
Sponsored Programs.

As the HPHC Principal Investigator your responsibilities include:

being aware of and adhering to HPHC’s research policies,

e representing the study within HPHC and serving as the principal contact for
the study,

* obtaining all required approvals,
ensuring the study is conducted as stated in the approved protocol,

e assuring that all personnel involved in the study adhere to Harvard Pilgrim’s
policies regarding confidentiality, scientific integrity, conflict of interest, use
of human subjects, and HIPAA privacy rule compliance.

e assuring that all information provided will be used only for the purpose
described in this proposal. Any other uses will require the written approval of
the HPHC Office of Office of Sponsored Programs,

e reporting any breaches of Harvard Pilgrim's confidentiality or HIPAA privacy
policies (or any other policies) to OSP and Harvard Pilgrim’s Privacy Officer..

Please contact the office if you have any questions or need any assistance.

Sincerely,

W—Q‘G"\

Dennis Ross-Degnan, Sc.D.
Director of Research

———Harvard Pilgrim Health Care——— : —r
Office of Sponsored Programs
133 Brookline Avenue, 5th Floor
Boston, MA 02215
Telephone (617) 509-9843 » Fax (617) 509-9859

N



7 Harvard Pilgrim Health Care -

Harvard Pilgrim
Health Care

November 13, 2007 HPHC IRB#00000882
Ross Lazarus, MBBS, MPH, Mmed
DACP
133 Brookline Ave
Boston, MA 02215
NOTICE OF HUMAN STUDIES COMMITTEE ACTION
HSC#: 3.10.07
Study: Electronic Support for Public Health: Vaccine Adverse Event
Reporting System (ESP:VAERS)
Item: Response to Review
Risk Assignment: Minimal-46.110(b)
Type of Review: Subcommittee
Decision: Study Approved
Approval Date: October 18, 2007
Expiration Date: October 17, 2008

Next Review Due: September 1, 2008

Comments: The subcommittee has reviewed the minor revisions requested by the HSC
and approves activation of the study. The conditions for a waiver of authorization and
consent have been met and approved for the use and disclosure of PHI from the HealthOne
database. A data use agreement is required for use or disclosure of limited datasets.

Please retain this letter with your research records. Research records include all Institutional
Review Board submissions and responses which must be kept in the principal investigator’s file
for a minimum of six (6) years after completion of the study.

Any changes, modifications, or amendments to the study or study procedures require prior written
approval from the Human Studies Committee (HSC). Serious adverse events or unanticipated
problems involving risks to subjects or others must be reported immediately by telephone to the
HSC at 617 509-9587, followed by a written report. The HPHC Human Studies Committee
Policies and Procedures and forms are available for reference on the HPHC website

(http://www harvardpilgrim.org).

Please remember to use the HSC file number on all documents or correspondence relating to your

study.

Sincerely,
Laureenéches, PhD

Chair
Human Studies Commitiee

Office of Sponsored Programs

133 Brookline Avenue, 5th Floor

Boston, MA 02215

Telephone (617) 509-9843  Fax (617) 509-9859

23
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Peprovel

Human Studies High Level View hnp:/.i'insight.parmi -g/insight/Humans/Humans _Details.asp?nPro...
*2RUMIN STOTOCON GETHES
Protocol Title: Electronic Support for Public Health: Vaccine Adverse Event Reporting System (ESPL VAERS)
Protocol Number: 2006P0008%0 Responsible IRB: BWH
Pl Name: Ross Lazarus Sponsor Name: Harvard Pilgrim Hith Care
Approval Date: 05/25/2006 Expiration Date: N/A
Overall Status: Not Human Research
Protocol Administratorfmimy | Phone: [0)(6)
Emafl: b)(6) [@partners.org

Bview type _meeting date status date

status

w Human

View Review Details

response date notes

lofl

R 6/21/2006  5/25/2006  Approved  N/A &"
Not Human
5/8/2006 IRB Resaaseh 6/21/2006 5/9/2006 Pending N/A
s study saff
name position gets mail
b)(6) L-Other
L-Other
date meeting response
cri SRR board review type date status date status dstn notes
No records returned for this category
Syl date received board review type  statusdate  status response date notes
(sponsor#)
1 9/20/2007  IR8 Expedited ~ 9/26/2007  Approved  N/A &
seacduerse syents
subject |1D date received board review type  status date  status response date notes
No records returned for this category
se by Events
other event # date received board review type  status date  status response date notes

No records returned for this category

34

6/19/2008 10:13 AM




JAN. 2.2008 1:30PM NO. 0296 P. 2/6

Program Sspport Canter

F i

2 J_j”’ DEPARTMENT OF HEALTH & HUMAN SERVICES Finaneial t Service
%

“rd

Division of Allocation

2@ Fedaral Plaza-Room 41-122
New York, New York 10278
PHONE: (212)-264-2069

PAX: (212)-264-5478

. January 2, 2008

Ms. Marie Montgomery

Senior Vice President/Controller
Harvard Pilgrim Health Care, Inc.
93 Worcester Street

Wellesley, MA 02481~

Dear Ms. Montgomery:

A negotiation agreement is being faxed to you for signature. This
agreement reflects an understanding reached between your institution
and a membar of my staff concerning the rates or amounts that may

be used to support your claim for costs on grants and contracts with
the Federal Government. The agreement must be signed by a duly
authorized representative of your institution and faxed to me; retain
a copy for your file. Our fax number is (212) 264-5478. We will
reproduce and distribute the agreement to awarding agencies of the
Federal Government for their use.

Requirements for adjustments to costs claimed undexr Federal Grants and
Contracts resulting from this negotiation are dependent upon the type
of rate contained in the negotiation agreement. Information relating
to these requirements is enclesed.

A proposal encompassing all activities of your institution together
with the required supporting information must be submitted to my office
at the address shown on page 2 for each fiscal year your institution
claims gosts under grants and contracts awarded by the Federal Govern-
ment. This proposal ' is due within six months after the close of your
fiscal year. Therefore, a proposal for fiscal year ending December 31,
2008 will be due in my office not later than June 30, 2008. The
proposal will be used to establish rates/amounts for the fiscal year
subsequent to the last period covered by an approved final, fixed, or
predetermined rates(s). Failure to submit a timely proposal will be
interpreted ag a forfeiture of reimbursement for indirect costs. There-

25
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Ms. Marie Montyomery -2 - January 2, 2008

Your propesal and relevant correspondence should be addressed to:

Department of Health and Human Services
Diviesion of Cost Allocation

26 Federal Plaza, Room 41-122

New York, New York 10278

(212) 264-1823

If you are unable to submit your proposal by the prescribed date, you
may request an extension. This request must be submitted prior to the
due date of the proposal and must contain a justification for the
extension and the date the proposal will be submitted.

Sincerely,

Rracat 1 e

bert I. Aaronson
Director, Division of
Cost Allocation

PLEASE SIGN AND FAX A COPY OF THE NEGOTIATION AGREEMENT

20
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ORIGINAL

DATE: January 2, 2008

NONPROFIT RATE AGREEMENT

EIN #: 1042452600A1

FILING REF.: The preceding
Agreement was dated
Novembexr 26, 2007

ORGANTIZATION:
Harvard Pilgrim Health Care, Inc,

93 Worcester Street
Wellesley MA 02481~

The rates approved in this agreement are for use on grants, contracts and other
agreements with the Federal Govermment, subject te the conditions in Section III.

SECTION I: INDLRECT COST RATES*

RATE TYPES: FIXED FINAL PROV., (PROVISIONAL) :+ PRED. (PREDETERMINED)
EFFECTIVE PERTIOD

TYPE FROM TO RATE (%) LOCATIONS APPLICABLE TO

PRED. 01/01/07 12/31/07 (b)4) On-Site Research (A)

PRED. 01/01/07 12/31/07 off-Site Research (A)

PRED. 01/01/08 12/31/08 On-Site Research (B)

PRED. 01/01/08 12/31/0% Off-8ite Research (B)

PROV. 01/01/10 UNTIL AMBNDED Use same rates and conditions as those cited
for fiscal year ending December 31, 2008,

(a) *Base: Total direct costs excluding capital expenditures (buildings, individual
ictems of aquipmgnt; alterations and removations) and subawards.

(B) *Base: Total direct costs excluding capiral expenditures (building, individual
items of equipment; alterations and renovations), and that portion of each subaward
in excess of $25,000.

(1) N20558

2t
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ORGANIZATION:
Harvard Pilgrim Health Care, Inc.

AGREEMENT DATE: January 2, 2008

SECTION 11: SPECIAL REMARKS

TREATMENT OF PATD ABSENCES:

Vacation, EEliday, sick leave pay and othexr paid absences are included in salaries and
wages and are claimed on grants, contracts and other agreemente as part of the normal cost

for salaries and wages. Separate claims for the costs of these paid gbsences are not
madel

Treatment of Fringe benefits: Fringe benefits applicable to direct salaries and wages are
treated as direct costs, except incentive compensation, which is treated as an indirect

cost.

Equipment means an article of nonexpendable tangible personal property having a useful
life of more than one yeer, and an acquisition cost of $1,000 or more per unit.

(2)

£594
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ORGANIZATION: s
Harvard Pilgrim Health Care, Inc.

AGREEMENT DATE: January 2, 2008

CTION =

A ipameiows, -

The ratea in chis Agreemenc are subject to emy ematutofy.or adminiscrative limitatiohs and apply to a given . contrask or
sther agresment only to ths cxtent chat funds are svailable. Acceptance of the ratés iz subject to the following conditions:
(1) Only costs incurred by the organisation wore included in its indirect cost pool as fimally accepted: such costs are legal

ebligacione of the organiszation end are allowable under the governing cogt principles; (2) The sama o0osts that have been treated as
indirect cosca are noc claimed as direct costs; (3) Similar cypes of ¢oscs havé been accoxrded consigkbent nooccubting credtment; and

(4) The information provided by cthe organizatiom which was nssed to establish che rates iz moc later found to be maberially .
incomplete or imaccuxsce by the Fedaral Goveroment. Im such sicuacions the racse(s) would be subject te renagotiarion at tha

diseretion of the Fadoral Governmans.

B. ACCOUNTING CRANGES:
This Agreément iz bagsed on the nacmmbm syztam purpoxted by tha o:guim:.m to be in effect Ming the mt pericd. Changes
to the mechod of acoounting for costs which atfect :hcm:a!ni:bu:m:nmlungtmnmunof this Agreamenc requirs

prior approval of the authorized representaciva of the cognizent agency. Such changés include, but aro 2ot limived o, changes in
charging of & parciculsr Cype of ¢ost from indirect to direob. Fallure to obrain approval. may regult in cogt disallowances,

€. FIXED BATES!
If a fixed rafa is in this Agreement, it ig basad on an estimate of the costs for the period covered by the rate. When the actual
ats for this period are determined, an adjustment will be mada to a rete of a futura year(s) to compensace for the diffeyence

lgzunn cthe cozts uped te amcablish the fixed rate and actual coscs.

D. usE ENOTES s
The :atu in this mn-n: wara awmved. in sccordanca with rhe w:kw:.ey in Officé of Manigement mnd Budget Ciroedar A-122 °
clrcular, and should ba applicd te granta, concracta snd other agreementa covered by this Circulaz, subject to any limitstions in A
abovae. Tho organiracica may provide coples of the Agreement to other Federal Agemcies co give chem sarxly notificacion of the

AgToement,

E. OIHER:
If any Federal coatract, grant or other agreement is reimbursing indirect coste by a means other then tha approved rate(s) im chis
Agreemant, the organigatien should (1) credit such costs to the affocted programs, and (2) apply che approved rate(s) to che
appropriate base te identify tbe proper amount of indirect costs allocable to these programs.

ON BEFALF OF THE FEDERAL GOVERNMENT:

' BY THE ORGAMTIATION:
Haxvard Pilgrim Healeh care, Ine.

(s:mm} tn:mm)
_Marie Hontgomeﬂ _Robert I, Aaronson
(NBME) (o)
S5VP,_ Comtroller & Treasurer . ) grow
(TITLE) (TITLE)
January 3, 2008 Jaruary 2. 2008
(DATE) (DATR) 0558

mxs REPREsEwmaTIvE:_Michael Stanco
Telepn (212) 264-2069

-r

(3)
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Trogram Support Center
HIMAN SERVICES Fiuaneia] Monpgement Serviea
DEPARTMENT OF HEALTH & et

28 Federal Plaza-Reem 41-122
Naw York, Naw York 10278

: PHONE: 1212142842068
August 27, 2007 onE: (24 e

~

Ma. Barbara E. Blerer, M.D.
Senior Vice Bresident, Research
Brigham and Women’s Hospital
Office of Regearch Adminiastration
75 Prancis Street

Boston, MA 02115

Dear Dr. Bierer:

A negotiatien agreement is being faxed to you for signature, This
agreement reflects an understanding reached Dbetween your
institution and a member of my staff concerning the xates or
amounts that may be used to support yeur claim for costs on grants
and contracts with the Federal Government. The agreemapt must be
signed by a duly authorized representative of your institution and
faxed to me; retain a copy for your file. Ouzr fax number is (212)
264-5478. We will reproduce and distribute the agreement Co
awarding agencies of the Faderal Government for thelr use.

Recuirements for adjustments to costs claimed under Federal

Grants and Contracts resulting f£rom this negotiation are

dependent upon the t{pe of rate contained in the negotiation
en

agreement. Informat relating to theee requirements 1s
enclosed.

In consideration of this agreement, the following was agreed to:

1. . The following carry-forward amounts are from the £inalization
of fringe benefits foxy fiscal year ended September 30, 2008§.
The carry-forwards are to ba included with your actual fringe
benefit rate calculations for the fiscal year specified below:

Ezxinge Benefit Rate EYE 09/30/08
Professienal (b)(4)
Non-Professional

Intern, Residents,
and Fellows

( ) Denotes Over-Recovery

2. The fringe benefit proposal for fiscal year ending September
30, 2007 is due to be submitted to our office by March 31,
2D0B.

HO
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Mas. Barbara E. Bierer, M.D. -2= hAugust 27, 2007

A proposal encompassing all activities of your institution together
wi?:hqgw required supporting information must be submitted to my
office at the address shown below for each fiscal year youx
inatitution claims costa under grants and contracts awarded by the
Federal Govermment. This proposal is due within six months after
the eclose of your fiscal year. Therefore, 8 proposal for fiscal

year ending September 30, 2007 will be due in my office not latex
than March 31, 2008, The proposal will be used to establish
rates/amounts for the fiscal year subsequent to the last period
covered by an approved final, fixed, or predetermined rate(s).
Failure to submit a timely propesal will be interpreted as a
forfeiture of reimbursement for indirect costs. Iherelors e
s nroposal is received by March 31, 2008, future awards made b he
Department o© HEea _ane HuIme = : o : =

If you are unable to submit your proposal by the prescribed date,
you may request an extemsion. This request must be submitted prioxr
te the due date of the pzroposal and must contain a justification
for the extension and the date the propogal will be submitted.

Your proposal and relevant correspondence should be addressed to:

Department of Health and Human Services
Pivision of Cost Allocation

26 Paderal Plaza, Room 41-122

New York, New York 10278

(212) 284-1823

In addition, please acknowledge your concurrance with the comments
and conditions cited above by signing this letter in the space

provided below and FAX (212-264-5478) it to me with the enclosed
negotiation agreement.

Sile:

éhart‘. I. Aarcunson
Director, Division of

Cost Allocation
Enclosures

Caonicurrence’
Nﬁ‘ ‘ ) 17
Title

4] 1)o3
Date

L/
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AUG. 27. 2007 12:20PM NO.3762 P. 4
HOSPITAL RATE AGREEMENT ORIG‘NAL

BIN #: 1042312909A1 DATE: August 27, 2007
HOSPITAL: FILING REF.: The preceding
Brigham And Women's Hospital Agreement was dated
Office of Research Administration September 25, 2006

75 Francis Street
Boston MA 02115~

The rates approved in this agreement axe for use on granta, contracts and other
agreements with the Federal Goverament, subject to the conditiens in Sectiem ITI.

SECTION I: INDIRECT COST RATES®

RATE TYPES: FIXED FINAL PROV. (PROVISIONAL)  PRED. (PREDETERMINED)
EFFECTIVE PERIOD

TYPE “SEow . 10 RATE(%) LOCATIONS APPLICABLE TO

PRED.  10/01/06 08/30/08 (b)) on-Site Research

PRED. 10/01/06 09/30/08 Off-Bite Research

PROV. 10/01/06 UNTIL AMEMDED Use same rates and conditions as those cited
for fiscal year ending Septewber 30, 2008.

;330: Total direct costs less irems of eguipment, major subcoantracts, alterations

renovations, animal charges, hospitalization and other feas zelated to patient
care.

(1) H10517
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HOSPITAL:
Brigham And Women's Hospital
Office of Remearch Adminigtration

AGREEMENT DATE: August 27, 2007

SECTI : RATES®*
RATE TYPES: PIXED FINAL PROV. (PROVISIONAL) PRED. (PREDETERMINED)

EFF VE PERIOD
rees  EEOY Do  BATE(H)  LocATIONS APPLICABLE TO

FIXED 10/01/07 05/30/08 bX4) All Professional
FIXBED 10/01/07 09/30/08 All Non-Professional
FIXED 10/01/07 09/30/08 All InterncResidents, Fel

PROV, 10/01/08 unNTIL AMENDED Use same rates and conditions as those cited
for fiscal year ending September 30, 2008,

“*DESCRIPTION OF FRINGE BENBEPITS RATE BASK:

Salaries and wagaa.

(2)
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HOSPITAL:
Brigham And Women's Hospital
Office of Research Administration

AGREREMENT DATE: August 27, 2007

SECTION IT: SPECIAL M

'he fringe : arged ueing the rate(s) listed in the Fringe Bensfits Section of
this Agreement. The fringe benefits included in the rate(s) are listed below.

TREATMENT OF PAID ;%%
Vacation, holiday, s eave pay and other paid absences are included in salaries and

wages and are claimed on grants, contracta and other agreements as part of the normal cost
foxr salaries and weges. Separate claims for the coste of these paid absences are not

1. The Ifringe benefit rates include the follewing:

FICA, Pension, Dizability, Group Life Insurance, Time Acerual, Training Cogts, Uniferms,
Workezs Compensation, Usemployment, FITICORP, MBTA Subsidy, Employea
Allowances/Aetivities/Awaxrds, PSA Admin., Parking Subsidy, Cafeteria Subsidy, Tuitica
Benefit, Amortized Past Sezvice Exp., (ESL/8ick Lv./Pension), Human Resources, Health Tus.,
and Dental/Vision Info., Malpractice Insurance, Home Office Fringe.

2. Off-8ite Definition: For all activities performed in
facilities not owned by the organization and to which rent is
dirgctly allocated to the project(s), the off-gite rate will
app.ly-

3. The following rates shall be used for research contracte
performed at Brigham and Women's Hospital:

TYPE FROM TO RATE LOCATION BASE
Pixed  10/1/06 9/30/08 |(b)(4) On-Site Ssme as in Hee.T
Prov. 10/1/08 TUntil Gn«8ite Same as in See.I

4. Bffective October 1, 2004, equipment means an arkiele of ponexpendable, tangible

persenal property hav & useful life of more »
$5,000 or more per mﬁ’ more than one yesy, and an acquisition cose of

This Rate Agreement updates Fringe Benefit Rates only.

(3)

Lyef
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HOSFITAL:
Brigham And Women's Hogpital
Office of Research Administracion

AGREEMENT DATE: August 27, 2007

e e

S5ERION 111 GRNERAL

A. 5

e rakss in this Agreesask ave subjact to any sktatutory or administrative limicaciems and apply so 2 given grask, concract oF
orhaw JGrOGEARE oaly o the exlemd bkhse Pu=ds awe avallables. Asscptanco of the rates iv subjecc to the fellewing camdizdcma:

(1) Omly sescs iscurred by chs organizasion wers included in its indiyect cost pool ag finally sceepbed: cuch scota are legal
cbligaciens of the orgapisabion and are allowable under o Soverning cost principles; (2) 1he sama costs that hive baen creatsd a4
ipdirect cofts ara naot claimed as direce eoses; (3) Simllar cypas of cofts have been ascordasd consistent acsounting treabment; and
i4) Tas infoswstion provided by the crpamicacics vhich vas used co escablish she races is noc latez foumd e ba macerially
incosplote or imaosuvate by cthe Federal Govarpeaeas. In such giruatiema che rvacals) would be subjeet te remsgotistien at the

It

This Agzesnant is based on che ascountieg system purported by Cha ergunizarion to be in effect during thpy Agrscmeat powied. Chasges
thed of accounting for eascs which affoct the amounc of teimbuvsemene rawulbing from the uas of zhis Agresmemt xequize

prior approval of the auchorised zapressnfstive of Dhe cognispnt agency. Mish easnges imelude, Bub ae nsk Limited to, changes in

the charging of a parcicular type of cost fzom indirees ve divact. Failure ro obrain appreval may result in cost digellouansgs.

€. FIXED RATES:

tf a Bixed zace is in chis Agweememe, it is based on an estimate 0f tha cosrs for the paried coveted by the =acg. Wean che astual

(-]

sts for this poricd arw dotermined, am adjusement will bs mmdas to & zats ef s fuctuse year(s) o compsneste for the difference
barwotm the coacz used co escadblish the fixed race and asrual eogts.

E. DIHER: p
1f any Pedazal concrace, gnm:azmmmhnmm“cmwawmmmwuuum is chis
Agreement, che organizakien chould (1) ewodin such cests o the sffectsd programs, and (2) apply the approved rate(s) to the

sppxopriste base to identify the proper amount of indivese coats Alloeable to Chesa pregeams,

(4)
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(Noncompeting Continuation)

RFA/PA Number: HS07-002

RFA/PA Title: AMBULATORY SAFETY AND QUALITY PROGRAM: ENABLING
QUALITY MEASUREMENT TH
Grant Number: R18 HS17045-02
Title: Electronic Support for Public Health - Vaccine Adverse Event Reporting
System (ES
Institution: HARVARD PILGRIM HEALTH CARE, INC.
Principal LAZARUS, ROSS New Investigator? No
Investigator:
Priority Score: Percentile:
Reporting Quarterly
Requirement:
Project Officer: FARQUHAR, MARYBETH
Center: CP3
i I b . ijcct SR
] Total Commlttefi_ e Reconnncnded ) I
iB;:d efret{ Direct Costs Total Costs Direct Costs Total Costs |
02 | 8429713 [ $499.405 [ $429,713 [ $499,405 !
Codmg Selections
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: American health care and health care systems
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“Field of Science Code: | Medical Sciences




Strategic Goal Area: %Safety:’Quality

Portfolio/Program:

' |Health IT

!
.Outcome Goal:

P.O. Signature:
Director Signature:

Identifiable Data
Needed ?:

Clinical Trials Registry
P

Data and Safety
Monitoring Plan ?:

Involvement of Priority
Populations:

PO Recommendation:

PO Comments:

PHS 398 Abstract:

1.3.36 - Increase the number of é;ﬁiahlatory clinicians
tusing electronic prescribing to over 50%

me O/W Date: EMQ?/
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No
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Children, Elderly

Recommended

I recommend this application in the time and amount requested by the
grantee.

DESCRIPTION (provided by the applicant): Routine vaccination has
dramatically decreased the incidence of many serious diseases, and
new vaccines are becoming available to improve the quality of health
care. Vaccination programs are a cornerstone of modern public health,
and are of central importance in preparedness for dealing with potential
health emergencies, such as the recurrence of pandemic influenza.
Public and professional confidence in vaccination depends on reliable
post-marketing surveillance systems to ensure that rare and unexpected
adverse effects are rapidly identified. Our goal is to improve the quality
of vaccination programs by improving the quality of physician adverse
vaccine event detection and reporting to the national Vaccine Adverse
Event Reporting System (VAERS). Electronic medical records
available from all ambulatory care encounters in a large multi-specialty
practice will be used. Every patient receiving a vaccine will be
automatically identified, and for the next 30 days their health care



Aims of the Project:

Scientific Significance:

Progress to Date:

diagnostic codes, laboratory tests, and medication prescriptions will be
evaluated for values suggestive of an adverse event. When a possible
adverse event is detected it will be recorded, and the appropriate
clinician will be notified electronically. Clinicians will be able to
preview a pre-populated report with information from the electronic
medical record about the patient, including vaccine type, lot number,
and possible adverse effect, to inform their clinical judgment about
whether they wish to send a report. Clinicians will have the option of
adding free-text comments to pre-populated VAERS reports or to
document their decision not to send a report. Approved reports will be
securely transferred to VAERS as electronic messages in an
interoperable health data exchange format (HL7). We will evaluate the
system by comparing adverse event findings to those in the Vaccine
Safety Datalink project and in a randomized trial to test the hypothesis
that the combination of secure, computer-assisted, clinician approved,
adverse event detection and automated electronic reporting will
substantially increase the number, completeness, validity and
timeliness of physician approved case reports to VAERS compared to
the existing spontaneous reporting system.

The goal of this project is to improve the quality of vaccination
programs by improving the quality of physician adverse vaccine event
detection and reporting to the national Vaccine Adverse Event
Reporting System. The applicants will apply a comprehensive
information management system to the task of improving both the
accuracy and timeliness of vaccination adverse reaction reporting.

Routine vaccination has dramatically decreased the incidence of many
serious diseases, and new vaccines are becoming available to improve
the quality of health care. Public and professional confidence in
vaccination depends on reliable post-marketing surveillance systems to
ensure that rare and unexpected adverse effects are rapidly identified.

During the first year, the majority effort has been focused on the
consultative development, refinement, validation and testing of adverse
event criteria for identifying case histories that might be suggestive of
an adverse effect following vaccination. In collaboration with others,
specific data elements were identified and used to develop functioning
representations of adverse event criteria definition and case detection
algorithms. At present, cases can be identified and an HL7 message for
cases with fever within arbitrary periods of vaccination can be
generated. These messages are currently in validation testing as the
complexity of adverse event algorithms are extended and refined. In
addition, the consultation process permitted refinement of the design of



Plans for Next
Performance Period:

Comments on Budget:

the systems and the computer code which resulted in a use case
specification, which may be quickly extended to a range of conditions.
Testing and validation are underway, and development and testing of
the more complex case detection algorithms is underway. Reviewed an
initial HL7 specification that describes the elements for an electronic
message to be submitted to Constella, the consultants engaged by CDC
for this project. Sample test messages have been supplied, and there is
PHINMS functioning between Harvard and Constella. Established
PHINMS communication and have code producing VAERS HL7
reports for fever within 4 days of a vaccination as a test case. In
addition, the detailed issues having to do with multiple vaccinations
received during one office visit, and the multiple adverse events arising
from single or multiple vaccination events have been worked through.
It is expected that submission to VAERS will begin within the next
three months. ESP: VAERS is still in programming/implementation
stages, and evaluation is expected to begin during the 2-3 quarters of
Year 2. The ESP: VAERS case-management website is currently under
construction, and will not be completed until the more fundamental
code is tested and stable since the detection algorithms will drive the
website.

In the coming year, the plan is to evaluate the ESP: VAERS system by
comparing adverse event findings to those in the Vaccine Safety
Datalink project, and in a randomized trial to test the hypothesis that
the combination of secure, computer-assisted, clinician approved,
adverse event detection and automated electronic reporting will
substantially increase the number, completeness, validity and
timeliness of physician approved case reports to VAERS compared to
the existing spontaneous reporting system.

The proposed budget appears reasonable and necessary to complete the
proposed research.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Agency for Healthcare Research and Quality
OPART / Grants Management

. Memorandum
Date: 7/ [ C?r/ C 5}
Subject; Noﬁ-Competing Application Transmittal
To: I . , Project Officer ('C° a’j)’l’?)
From: , Grants Management Specialist

Application #: 5 /. .y / SO L7270 dS-0 Principal Investigator:=

Please review the attached application to see if outside review is necessary. If so, please immediately
notify OEREP. If not, please prepare a funding memo citing progress to date and your
recommendation for funding for the upcoming year. Thank you.

Due date for Funding Memo A BReD

Yes N/A

0o 0O

Cofunding anticipated ($ total costs from )

Cpo must initiate the paperwork for this year's transfer of funds

DGI\.*I staff already have paperwork for this year's transfer of funds

Administrative Suppiement funds included in application (approved in previous
year for this budget period) (% total costs)

Large balance of prior year funds available(>25% of current award). Please
D address this issue in your funding memo. Attach any correspondence from the
grantee which you may have regarding the reason grant funds are underutilized. Please
comment specifically on this issue as it relates to the progress of the project and the
appropriateness of fully funding the upcoming budget period.

Application attached

[

u n Appendices attached

w Appendices on file with DGM

$ﬂﬁ ) 5{05 /C | Funds requested (This level includes/______excludes the above cofunding

(if “excludes,” see comments below)

N2 el OJ}
i 17529 L AGL 1oL

CC: Joan Metcalfe - FYI
OCD Coordinator
OCD
Official File J:\opart\gms\forms\Mransmittal memo FY2008 1-30-08
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(Long Form)
(Folfow instructions on the back)
1. Federal Agency and Organizational Element 2. Federal Grant or Other identifying Number Asaigned OMB Approval |Page of
to Which Report is Submitted . By Federal Agency No. ‘ ‘
AHRQ 1 R18 HS017045 0348-0038 -

3. Redipient Organization (Name and complete address, including ZIP code)

Harvard Pilgrim Health Caré, inc., 93 Worcester Street, Wellesley, MA 02481

4. Empioyer Identification Number . 5. Reciplent Account Number or Identifying Numbar  |6. Final Report 7. Basis
1042452600A1 AH000306 0 vYes WNo Cash [ Accrual
8. Funding/Grant Period (See instructions) 9. Period Covered by this Report
From: (Month, Day, Year) To: (Month, Day, Year) From: (Manth, Day, Year) To: (Menth, Day, Year)
09/30/2007 09/30/2009 09/30/2008 09/30/2009
10. Transactions: 1 1 ]
Previously Reporied This Period Cumnulative
a Total outlays
$347,028.02 $263,503.15 $610,531.17

b. Refunds, rebales, etc.

6. Program income used in accord with the daduction alternative

d.  Netoutlays (Line a, less the sum of lines b and c)

$347,028.02 $263,503.15 $610,631.17

Reclplent’s share of net outlays, consisting of:
e. Third party (in-kind) contributions
f  Other Federal awards authorized to be used to match this award

g Program income used In accordance with the matching or cost
gl £
h. Al other recipient outiays not shown on lines e, forg

L Total recipient share of net outlays (Sum of tines e, f, g and h)

}.  Federal share of net outlays (line o less iine i}

$610,531.17
k. Total unliquidated obligations $0.00
|. Recipient's share of unliquidated obligations
° ! $0.00
m. Federal share of unliquidated obligations $0.00
n. Total Federal share (sum of lines j and m,
! ; ) $610,531.17
. Total Federal funde authorized for this fundin riod
° eretfunes risRnena pe $999,214.00
p. Unobligated balance of Federal funds (Line o minus line n)
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Program income, consisting of:
q. Disbursed program income shown on lines c and/or g above
r.  Disbursed program income using the addition altemative
s. Undisbursed program income
t.  Total program incoms realized {Sum of lines q, r and s)
a. Type of Rate (Place "X" in approprisie box)}
11, Indirect [ Provisional ¥ Predetermined [ Final O Fixed
Expense . Rate | ¢ Base d. Total Amount . Federal Share
(b)) | $109,844.87 $109,844.87
12. Remarka: Attach any explanations d d y or infi i quired by Federal sponsoring agency in compliance with

goveming feglstation.
' We request carry forward in the amount of $388,682.83 into the NCE.

13. Certification: | certify to the best of my knowledge and belief that this report is correct and complete and that all outiays and
unliguidated obligations are for the purposes set forth In the award documents.

Typed or Printed Name and Title Telephone {Area code, number and extenslon)
John Eldh, Grants Accountant (817) 509-3315
Signature of M% W' Date Report Eil7rﬂf=d/
Previous Edition Usable 269-104 Standard Form 268 (Rev. 7-67)
NSN 7540-01-012-4285 Prescribed by OMB Circulars A-102 and A-110
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Harvard Pilgrim
Health Care

La wov |9 P 23U

|7 November 2009

Carol Harris

AHRQ

OPART/GM

540 Gaither Road
Rockville, MD 20850

Re:  Second Interim FSR for 1IR18HS017045-01, “Electronic Support for Public
Health - Vaccine Adverse Event Reporting System (ESP:VAERS)”; Lazarus
(HPHC PI)

Dear Carol,

Enclosed, please find the interim financial status report for the above-referenced project,
covering expenditures during the period 09.30.2008 through 09.30.2009. We are
requesting carry forward of $388,682.83 into the no-cost extension year.

Feel free to call me at 617.509.9933 or e-mail me at nicholas_mulherin@hphc.org if you
have any questions.

Best regards,

Nick Mulherin
Grants Manager

Enclosure [1]

Harvard Pilgrim Health Care

Office of Sponsored Programs

133 Brookline Avenue, 5th Floor

Boston, MA 02215

Telephone (617) 509-9843 * Fax (617) 509-9859



Lyles, Krista (AHRQ/OMS)

From: julie_lankiewicz@harvardpilgrim.org

Sent: Thursday, December 30, 2010 10:24 AM

To: AHRQ Grant Final Reports; Lavanderos, Angela (AHRQ); Bernstein, Steve (AHRQ)
Cc: ross.lazarus@channing.harvard.edu; Nicholas_Mulherin@hphc.org

Subject: 1R18HS017045 (Lazarus) - ESP:VAERS Final Report Submission

Attachments: Lazarus_1R18HS017045_FinalReport_Submitted.pdf

Follow Up Flag: Follow up

Flag Status: Completed

Hello,

On behalf of Dr. Ross Lazarus, please accept the attached Final Progress Report, Final Financial Status Report (FSR),
and Final Invention Statement & Certification Form for AHRQ grant #1R18HS017045: Electronic Support for Public
Health—Vaccine Adverse Event Reporting System (ESP:VAERS).

Please feel free to contact me with any questions and have a very Happy New Year.
Regards,

Julie

EEEEEAAAETEEEI AR AL T T IR A AL A AT T I I AR AT TR A A AT T T T ook ddd

Julie (Dunn) Lankiewicz, MPH

Project Manager

Therapeutics Research &

Infectious Disease Epidemiology (TIDE)

Department of Population Medicine

Harvard Medical School / Harvard Pilgrim Healthcare Institute
133 Brookline Ave, 6th Floor

Boston, MA 02215

Phone: (617) 509-9880 / Fax: (617) 509-4260
www.populationmedicine.org

This electronic message and attached files may contain information that is confidential. This information is solely for the
use of the individual(s) and entity(s) named as recipients. If you are not the intended recipient, you are hereby notified
that any disclosure, copying, distribution, or other use of the contents of this electronic message is strictly prohibited. If
you have received this electronic message in error, please notify the sender immediately to arrange for return of the
document.

The information contained in this email message and any attachments may be privileged and/or confidential. It
1s for intended addressee(s) only. If you are not the intended recipient, you are hereby notified that any review,
disclosure, reproduction, distribution or other use of this communication is strictly prohibited. If you received



this email in error, please notify the sender by reply and delete the message without saving, copying or
disclosing it. Thank you.



Final Progress Report

Electronic Support for Public Health—Vaccine Adverse Event Reporting System
(ESP:VAERS)

Principal Investigator:
Lazarus, Ross, M.B.B.S., M.P.H., M.Med., G.D.Comp.Sci.
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Federal Project Officer: Steve Bernstein

Mechanism: RFA: HS07-002: Ambulatory Safety and Quality Program: Enabling
Quality Measurement through Health Information Technology (EQM)
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Structured Abstract

Goal: To develop and disseminate HIT evidence and evidence-based tools to improve
healthcare decision making through the use of integrated data and knowledge
management.

Scope: To create a generalizable system to facilitate detection and clinician reporting of
vaccine adverse events, in order to improve the safety of national vaccination programs.

Methods: Electronic medical records available from all ambulatory care encounters in a
large multi-specialty practice were used. Every patient receiving a vaccine was
automatically identified, and for the next 30 days, their health care diagnostic codes,
laboratory tests, and medication prescriptions were evaluated for values suggestive of an
adverse event.

Results: Restructuring at CDC and consequent delays in terms of decision making have
made it challenging despite best efforts to move forward with discussions regarding the
evaluation of ESP:VAERS performance in a randomized trial and comparison of
ESP:VAERS performance to existing VAERS and Vaccine Safety Datalink data.
However, Preliminary data were collected and analyzed and this initiative has been
presented at a number of national symposia.

Key Words: electronic health records, vaccinations, adverse event reporting



Purpose

This research project was funded to improve the quality of vaccination programs by
improving the quality of physician adverse vaccine event detection and reporting to the
national Vaccine Adverse Event Reporting System (VAERS), via the following aims:

Aim 1: Identify required data elements, and develop systems to monitor ambulatory care
electronic medical records for adverse events following vaccine administration.

Aim 2: Prepare, and securely submit clinician approved, electronic reports to the national
Vaccine Adverse Event Reporting System (VAERS).

Aim 3: Comprehensively evaluate ESP:VAERS performance in a randomized trial, and
in comparison to existing VAERS and Vaccine Safety Datalink data.

Aim 4: Distribute documentation and application software developed and refined in
Aims 1 and 2 that are portable to other ambulatory care settings and to other EMR
systems.

Scope

Public and professional confidence in vaccination depends on reliable postmarketing
surveillance systems to ensure that rare and unexpected adverse effects are rapidly
identified. The goal of this project is to improve the quality of vaccination programs by
improving the quality of physician adverse vaccine event detection and reporting to the
national Vaccine Adverse Event Reporting System (VAERS). This project is serving as
an extension of the Electronic Support for Public Health (ESP) project, an automated
system using electronic health record (EHR) data to detect and securely report cases of
certain diseases to a local public health authority. ESP provides a ready-made platform
for automatically converting clinical, laboratory, prescription, and demographic data from
almost any EHR system into database tables on a completely independent server,
physically located and secured by the same logical and physical security as the EHR data
itself. The ESP:VAERS project developed criteria and algorithms to identify important
adverse events related to vaccinations in ambulatory care EHR data, and made attempts at
formatting and securely sending electronic VAERS reports directly to the Centers for
Disease Control and Prevention (CDC).

Patient data were available from Epic System’s Certification Commission for Health
Information Technology-certified EpicCare system at all ambulatory care encounters
within Atrius Health, a large multispecialty group practice with over 35 facilities. Every
patient receiving a vaccine was automatically identified, and for the next 30 days, their
health care diagnostic codes, laboratory tests, and medication prescriptions are evaluated
for values suggestive of an adverse vaccine event. When a possible adverse event was
detected, it was recorded, and the appropriate clinician was to be notified electronically.



Clinicians in-basket messaging was designed to provide a preview a pre-populated report
with information from the EHR about the patient, including vaccine type, lot number, and
possible adverse effect, to inform their clinical judgment regarding whether they wish to
send a report to VAERS. Clinicians would then have the option of adding free-text
comments to pre-populated VAERS reports or to document their decision not to send a
report. The CDC’s Public Health Information Network Messaging System (PHIN-MS)
software was installed within the facilities so that the approved reports could be securely
transferred to VAERS as electronic messages in an interoperable health data exchange
format using Health Level 7 (HL7).

Methods & Progress

The goal of Aim 1: Identify required data elements, and develop systems to monitor
ambulatory care electronic medical records for adverse events following vaccine
administration, and Aim 2: Prepare, and securely submit clinician approved, electronic
reports to the national Vaccine Adverse Event Reporting System (VAERS), was to
construct the below flow of data in order to support the first two Aims:

Figure 2: Overview of the ESP:VAERS project
[ EMR 4 cDC
| EMR 3 VAERS PHINMS
[ EMR 2 Server
EpicCare EMR {}
L
m
@
Uniform files Im"ﬁg‘xme
[ EsPReacer | | Adverse Events |
| ESP Datamart

Existing and functioning ESP components are shown on the left, and Aims 1 and 2 on the
right. ESP:VAERS flags every vaccinated patient, and prospectively accumulate that
patient’s diagnostic codes, laboratory tests, allergy lists, vital signs, and medication
prescriptions. A main component of Aim 1 was to Develop AE criteria to assess these
parameters for new or abnormal values that might be suggestive of an adverse effect. A
reporting protocol & corresponding algorithms were developed to detect potential
adverse event cases using diagnostic codes, and methods were tested to identify
prescriptions or abnormal laboratory values that might be suggestive of an adverse effect.
These algorithms were designed to seek both expected and unexpected adverse effects.
This reporting protocol was approved by both internal & external partners. We initially
prepared a draft document describing the elements, algorithms, interval of interest after
vaccination, and actions for broad classes of post-vaccination events, including those to



be reported immediately without delay (such as acute anaphylactic reaction following
vaccination), those never to be reported (such as routine check-ups following vaccination)
and those to be reported at the discretion and with additional information from the
attending physician through a feedback mechanism. The draft was then widely circulated
as an initial / working draft for comment by relevant staff in the CDC and among our
clinical colleagues at Atrius. In addition to review by the internal CDC Brighton
Collaboration liaison, this protocol has also received review & comment via the CDC’s
Clinical Immunization Safety Assessment (CISA) Network.

The goal of Aim 2 was the Development of HL7 messages code for ESP:VAERS to
ensure secure transmission to CDC via PHIN-MS . The HL7 specification describing the
elements for an electronic message to be submitted to Constella, the consultants engaged
by CDC for this project was implemented. Synthetic and real test data was been
generated and transmitted between Harvard and Constella. However, real data
transmissions of non-physician approved reports to the CDC was unable to commence, as
by the end of this project, the CDC had yet to respond to multiple requests to partner for
this activity.

The goal of Aim 3 was to Comprehensively evaluate ESP:VAERS performance in a
randomized trial, and in comparison to existing VAERS and Vaccine Safety Datalink data.
We had initially planned to evaluate the system by comparing adverse event findings to
those in the Vaccine Safety Datalink project—a collaborative effort between CDC’s
Immunization Safety Office and eight large managed care organizations. Through a
randomized trial, we would also test the hypothesis that the combination of secure,
computer-assisted, clinician-approved, adverse event detection, and automated electronic
reporting will substantially increase the number, completeness, validity, and timeliness of
physician-approved case reports to VAERS compared to the existing spontaneous
reporting system; however, due to restructuring at CDC and consequent delays in terms
of decision making, it became impossible to move forward with discussions regarding the
evaluation of ESP:VAERS performance in a randomized trial, and compare ESP:VAERS
performance to existing VAERS and Vaccine Safety Datalink data. Therefore, the
components under this particular Aim were not achieved.

Aim 4 Distribution of documentation and application software developed and refined in
Aims 1 and 2 that are portable to other ambulatory care settings and to other EMR
systems has been successfully completed. Functioning source code is available to share
under an approved open source license. ESP:VAERS source code is available as part of
the ESP source code distribution. It is licensed under the LGPL, an open source license
compatible with commercial use. We have added the ESP:VAERS code, HL7 and other
specifications and documentation to the existing ESP web documentation and distribution
resource center http://esphealth.org, specifically, the Subversion repository available at :
http://esphealth.org/trac/ESP/wiki/ESPVAERS.




Results (impact & findings)

Preliminary data were collected from June 2006 through October 2009 on 715,000
patients, and 1.4 million doses (of 45 different vaccines) were given to 376,452
individuals. Of these doses, 35,570 possible reactions (2.6 percent of vaccinations) were
identified. This 1s an average of 890 possible events, an average of 1.3 events per
clinician, per month. These data were presented at the 2009 AMIA conference.

In addition, ESP:VAERS investigators participated on a panel to explore the perspective
of clinicians, electronic health record (EHR) vendors, the pharmaceutical industry, and
the FDA towards systems that use proactive, automated adverse event reporting.
Adverse events from drugs and vaccines are common, but underreported. Although 25%
of ambulatory patients experience an adverse drug event, less than 0.3% of all adverse
drug events and 1-13% of serious events are reported to the Food and Drug
Administration (FDA). Likewise, fewer than 1% of vaccine adverse events are
reported. Low reporting rates preclude or slow the identification of “problem” drugs and
vaccines that endanger public health. New surveillance methods for drug and vaccine
adverse effects are needed. Barriers to reporting include a lack of clinician awareness,
uncertainty about when and what to report, as well as the burdens of reporting: reporting
is not part of clinicians’ usual workflow, takes time, and is duplicative. Proactive,
spontaneous, automated adverse event reporting imbedded within EHRs and other
information systems has the potential to speed the identification of problems with new
drugs and more careful quantification of the risks of older drugs.

Unfortunately, there was never an opportunity to perform system performance
assessments because the necessary CDC contacts were no longer available and the CDC
consultants responsible for receiving data were no longer responsive to our multiple
requests to proceed with testing and evaluation.

Inclusion of AHRQ priority populations

The focus of our project was the Atrius Health (formerly HealthOne) provider &
patient community. This community serves several AHRQ inclusion populations,
specifically low-income and minority populations in primarily urban settings .

Atruis currently employs approximately 700 physicians to serve 500,000 patients at more
than 18 office sites spread throughout the greater Metropolitan Boston area. The majority
of Atruis physicians are primary care internal medicine physicians or pediatricians but the
network also includes physicians from every major specialty.

The entire adult and pediatric population served by Atruis was included in our adverse
event surveillance system (ESP:VAERS). Atruis serves a full spectrum of patients that
reflects the broad diversity of Eastern Massachusetts. A recent analysis suggests that the
population served by Atruis is 56% female, 16.6% African American, 4% Hispanic. The
prevalence of type 2 diabetes in the adult population is 5.7%. About a quarter of the
Atruis population is under age 18.



List of Publications and Products

ESP:VAERS [source code available as part of the ESP source code distribution].
Licensed under the GNU Lesser General Public License (LGPL), an open source license
compatible with commercial use. Freely available under an approved open source license
at: http://esphealth.ore.
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San Francisco, CA.
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Abstract

Purpose: To develop and disseminate HIT evidence and evidence-based tools to improve
healthcare decision making through the use of integrated data and knowledge management.

Scope: To create a generalizable system to facilitate detection and clinician reporting of vaccine
adverse events, in order to improve the safety of national vaccination programs.

Methods: Electronic medical records available from all ambulatory care encounters in a large
multi-specialty practice were used. Every patient receiving a vaccine was automatically
identified, and for the next 30 days, their health care diagnostic codes, laboratory tests, and
medication prescriptions were evaluated for values suggestive of an adverse event.

Results: Restructuring at CDC and consequent delays in terms of decision making have made it
challenging despite best efforts to move forward with discussions regarding the evaluation of
ESP:VAERS performance in a randomized trial and comparison of ESP:VAERS performance to
existing VAERS and Vaccine Safety Datalink data. However, Preliminary data were collected
and analyzed and this initiative has been presented at a number of national symposia.

Key Words: eclectronic health records, vaccinations, adverse event reporting

The authors of this report are responsible for its content. Statements in the report should not
be construed as endorsement by the Agency for Healthcare Research and Quality or the U.S.
Department of Health and Human Services of a particular drug, device, test, treatment, or
other clinical service.




Final Report

Purpose

This research project was funded to improve the quality of vaccination programs by
improving the quality of physician adverse vaccine event detection and reporting to the national
Vaccine Adverse Event Reporting System (VAERS), via the following aims:

Aim 1. Identify required data elements, and develop systems to monitor ambulatory care
electronic medical records for adverse events following vaccine administration.

Aim 2. Prepare, and securely submit clinician approved, electronic reports to the national
Vaccine Adverse Event Reporting System (VAERS).

Aim 3. Comprehensively evaluate ESP:VAERS performance in a randomized trial, and in
comparison to existing VAERS and Vaccine Safety Datalink data.

Aim 4. Distribute documentation and application software developed and refined in Aims 1
and 2 that are portable to other ambulatory care settings and to other EMR systems.

Scope

Public and professional confidence in vaccination depends on reliable postmarketing
surveillance systems to ensure that rare and unexpected adverse effects are rapidly identified.
The goal of this project is to improve the quality of vaccination programs by improving the
quality of physician adverse vaccine event detection and reporting to the national Vaccine
Adverse Event Reporting System (VAERS). This project is serving as an extension of the
Electronic Support for Public Health (ESP) project, an automated system using electronic health
record (EHR) data to detect and securely report cases of certain diseases to a local public health
authority. ESP provides a ready-made platform for automatically converting clinical, laboratory,
prescription, and demographic data from almost any EHR system into database tables on a
completely independent server, physically located and secured by the same logical and physical
security as the EHR data itself. The ESP:VAERS project developed criteria and algorithms to
identify important adverse events related to vaccinations in ambulatory care EHR data, and made
attempts at formatting and securely sending electronic VAERS reports directly to the Centers for
Disease Control and Prevention (CDC).

Patient data were available from Epic System’s Certification Commission for Health
Information Technology-certified EpicCare system at all ambulatory care encounters within
Atrius Health, a large multispecialty group practice with over 35 facilities. Every patient
receiving a vaccine was automatically identified, and for the next 30 days, their health care
diagnostic codes, laboratory tests, and medication prescriptions are evaluated for values
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suggestive of an adverse vaccine event. When a possible adverse event was detected, it was
recorded, and the appropriate clinician was to be notified electronically.

Clinicians in-basket messaging was designed to provide a preview a pre-populated report
with information from the EHR about the patient, including vaccine type, lot number, and
possible adverse effect, to inform their clinical judgment regarding whether they wish to send a
report to VAERS. Clinicians would then have the option of adding free-text comments to pre-
populated VAERS reports or to document their decision not to send a report. The CDC’s Public
Health Information Network Messaging System (PHIN-MS) software was installed within the
facilities so that the approved reports could be securely transferred to VAERS as electronic
messages in an interoperable health data exchange format using Health Level 7 (HL7).

Methods

The goal of Aim 1: Identify required data elements, and develop systems to monitor
ambulatory care electronic medical records for adverse events following vaccine administration,
and Aim 2: Prepare, and securely submit clinician approved, electronic reports to the national
Vaccine Adverse Event Reporting System (VAERS), was to construct the below flow of data in
order to support the first two Aims:

Figure 1. Overview of the ESP:VAERS project

| EMR 4 cbc
[ EMR 3 VAERS PHINMS
| EMR 2 Server
EpicCare EMR 72
I-] | HL7 Message |
@
Uniform files Taeniity Vaccns
| ESP Reader | I Adverse Events ]
| ESP Datamart

Existing and functioning ESP components are shown on the left, and Aims 1 and 2 on the
right. ESP:VAERS flags every vaccinated patient, and prospectively accumulate that patient’s
diagnostic codes, laboratory tests, allergy lists, vital signs, and medication prescriptions. A main
component of Aim 1 was to Develop AE criteria to assess these parameters for new or abnormal
values that might be suggestive of an adverse effect. A reporting protocol & corresponding
algorithms were developed to detect potential adverse event cases using diagnostic codes, and
methods were tested to identify prescriptions or abnormal laboratory values that might be
suggestive of an adverse effect. These algorithms were designed to seek both expected and
unexpected adverse effects.



This reporting protocol was approved by both internal & external partners. We initially
prepared a draft document describing the elements, algorithms, interval of interest after
vaccination, and actions for broad classes of post-vaccination events, including those to be
reported immediately without delay (such as acute anaphylactic reaction following vaccination),
those never to be reported (such as routine check-ups following vaccination) and those to be
reported at the discretion and with additional information from the attending physician through a
feedback mechanism. The draft was then widely circulated as an initial / working draft for
comment by relevant staff in the CDC and among our clinical colleagues at Atrius. In addition to
review by the internal CDC Brighton Collaboration liaison, this protocol has also received
review & comment via the CDC’s Clinical Immunization Safety Assessment (CISA) Network.

The goal of Aim 2 was the Development of HL7 messages code for ESP:VAERS to ensure
secure transmission to CDC via PHIN-MS. The HL7 specification describing the elements for
an electronic message to be submitted to Constella, the consultants engaged by CDC for this
project was implemented. Synthetic and real test data was been generated and transmitted
between Harvard and Constella. However, real data transmissions of non-physician approved
reports to the CDC was unable to commence, as by the end of this project, the CDC had yet to
respond to multiple requests to partner for this activity.

The goal of Aim 3 was to Comprehensively evaluate ESP:VAERS performance in a
randomized trial, and in comparison to existing VAERS and Vaccine Safety Datalink data.

We had initially planned to evaluate the system by comparing adverse event findings to those
in the Vaccine Safety Datalink project—a collaborative effort between CDC’s Immunization
Safety Office and eight large managed care organizations. Through a randomized trial, we
would also test the hypothesis that the combination of secure, computer-assisted, clinician-
approved, adverse event detection, and automated electronic reporting will substantially increase
the number, completeness, validity, and timeliness of physician-approved case reports to VAERS
compared to the existing spontaneous reporting system; however, due to restructuring at CDC
and consequent delays in terms of decision making, it became impossible to move forward with
discussions regarding the evaluation of ESP:VAERS performance in a randomized trial, and
compare ESP:VAERS performance to existing VAERS and Vaccine Safety Datalink data.
Therefore, the components under this particular Aim were not achieved.

Aim 4 Distribution of documentation and application software developed and refined in
Aims 1 and 2 that are portable to other ambulatory care settings and to other EMR systems has
been successfully completed. Functioning source code is available to share under an approved
open source license. ESP:VAERS source code is available as part of the ESP source code
distribution. It is licensed under the LGPL, an open source license compatible with commercial
use. We have added the ESP:VAERS code, HL'7 and other specifications and documentation to
the existing ESP web documentation and distribution resource center http://esphealth.org,
specifically, the Subversion repository available at:
http://esphealth.org/trac/ESP/wiki/ESPVAERS.



Results

Preliminary data were collected from June 2006 through October 2009 on 715,000 patients,
and 1.4 million doses (of 45 different vaccines) were given to 376,452 individuals. Of these
doses, 35,570 possible reactions (2.6 percent of vaccinations) were identified. This is an average
of 890 possible events, an average of 1.3 events per clinician, per month. These data were
presented at the 2009 AMIA conference.

In addition, ESP:VAERS investigators participated on a panel to explore the perspective of
clinicians, electronic health record (EHR) vendors, the pharmaceutical industry, and the FDA
towards systems that use proactive, automated adverse event reporting.

Adverse events from drugs and vaccines are common, but underreported. Although 25% of
ambulatory patients experience an adverse drug event, less than 0.3% of all adverse drug events
and 1-13% of serious events are reported to the Food and Drug Administration (FDA).

Likewise, fewer than 1% of vaccine adverse events are reported. Low reporting rates preclude or
slow the identification of “problem” drugs and vaccines that endanger public health. New
surveillance methods for drug and vaccine adverse effects are needed. Barriers to reporting
include a lack of clinician awareness, uncertainty about when and what to report, as well as the
burdens of reporting: reporting is not part of clinicians’ usual workflow, takes time, and is
duplicative. Proactive, spontaneous, automated adverse event reporting imbedded within EHRs
and other information systems has the potential to speed the identification of problems with new
drugs and more careful quantification of the risks of older drugs.

Unfortunately, there was never an opportunity to perform system performance assessments
because the necessary CDC contacts were no longer available and the CDC consultants
responsible for receiving data were no longer responsive to our multiple requests to proceed with
testing and evaluation.

Inclusion of AHRQ Priority Populations

The focus of our project was the Atrius Health (formerly HealthOne) provider & patient
community. This community serves several AHRQ inclusion populations, specifically low-
income and minority populations in primarily urban settings.

Atruis currently employs approximately 700 physicians to serve 500,000 patients at more
than 18 office sites spread throughout the greater Metropolitan Boston area. The majority of
Atruis physicians are primary care internal medicine physicians or pediatricians but the network
also includes physicians from every major specialty.

The entire adult and pediatric population served by Atruis was included in our adverse event
surveillance system (ESP:VAERS). Atruis serves a full spectrum of patients that reflects the
broad diversity of Eastern Massachusetts. A recent analysis suggests that the population served
by Atruis is 56% female, 16.6% African American, 4% Hispanic. The prevalence of type 2
diabetes in the adult population is 5.7%. About a quarter of the Atruis population is under age 18.
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